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mtt&ii 2&it\mmm&: mmzfozr* swmmtm-b 

m^m2] ttfism* mmmmn. «e mmmmm, mr^mm. ^# 

bw wjt) mm. m^mmm 
, scas#«i^ ^^©^#-fbig. mmm'immwi 

im, b < • f&sarc**» 

1 fB«©^Jo 

C»*«4] tt*568fo, flgBKtfclfc®, &9fi»3!U »M9I^ *fc««S* 

*f##si*i, ta^a,, am, #ftffi*jfejBE, sm-^ 
> ««jfii«NE«, tow^se, iMWBHMMfefc* #»tt«ft3E, ffimm&wmm 
3 sa^^Mo 

b<ttMJK»K:H-©T5y»™&**«G«eK*4rab'fe^*-«e«t 
H»*JR6] ^HKilS, H*^ «»SNIffi. S» $c#i!fc, 
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C»*«l 1] (1) W&Mtt: 2£fc&BB#f##: 4T**bS*t*y$yM 
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[f^l4] (1) 2* fettle*-*: 4 3 4xST^ JWM 

^-gas, -ecau^^Kiifctt^cDifefeArjf (2) asi^^-gasa: 

15] ( 1 ) BJ?lf## : 2 * ttffl?tt## : 4 Tf^tfc 3 T ^ J WtM 
© % i: £ - T 9 - > * tt L - # ;i/ y > £ <d ft & SEf b 3 •£ S f fc % * 
6] 0 -T ^ -y £ fete 1,-33 JIJ is y£. MMtt : 2 * ttfi#J## 

[ff#£l 8] (1) SI#J##: 2*fcttffi#I##: 4 tlS T $ JWm 

*-ga«, -e<©«^^K*fett*©Sfej:rjf (2) /j-t^-^&mv^ 
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*-gB*t, *©»^^F*fctt*CD*fiJ:tJf (2) ^-77->$:tft 

[»#^ 2 1 ] ( 1 ) B£T#-9 : 2 * ttflB?!!** : 4 T'^^D $ *l£ 7 $ J MM 

*©j&#^^K* J: (2) *I/t^-5BJt* 

©*& i: £ -r 9 - > £ ©M-^'ffi £ &«©& v> £ 

^t^mt^^mu±zf^-m&M^r=.i l t^<DmzM-t^7z[-^h^r=.\t7 

#-§est -e©«^^y^ Ft^«^©^fej:t>* (2) Ru-fe^-seii* 

& r t n t z>m u -fe zf& -g e « * ©&tc*f -r § r h * & \t 
7y&3~* h©** u y#m*v ho 

^ yKBB?ff4:W- J feb<tt^K»{cH-©r^ ;il»!Ifc*#t <£>GgB«## 
[§t#^ 2 5 ] ffi#J## : 2 * Itm&m^ : 4 T^fc £tl<57-5 J WRM i: litf 

-*»b<ttMsK»icH-©r^y»^&**^*G«eft^fia[i/'fe^dr--si 
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mm. ttmtmoLm* mmm* w^m. mt^a, s Mir 
mm. m& om) mm, m&*mmm* ^mstmrnm. m$mmm. 

? fil@, flH«S*W»S. ffijfiljE* B£MIB*, i»Ki£i; 

fctti£#£©^i8 • mam. 

[»#3C 2 7 ] BB^rj## : .2 * &g2#I## : 4 T?^ £ *l & 7 ^ 7 gKSB£l £ M— 

%v <&mmmizm-(DT $ smmm*&%-t&Gm.&n&®mi'±7& 

Mt. fett*<D«^^ a - &#y 5? * l/** K Sr^^S # U ^ ^ U 

% u < ttn mm fc h - © r ^ j mm m & t s g m e « u ^ # - s & 
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86*3831!, fiSHRtfcS^ ttttftfflf. JftMtt*!. mft 

h m— % b < tt^sca^jc me^r § g # z/n 9 m.&®t 

4T*mztiz>T$. smmmtm— %v<itmwmzm-<Dr^ j 
*KWfc**+*G«esc*4^b*^*-«ast©^^^ea^M*»at». 

*, #«jfii*i«*. ^w^fMHt^, &&mub&+ mmm&mm 
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was 4sa«©3ff. 

s $ <x r ^ j warn t m- % u < itmnwiz m-v> r $ j wmm *-&m t & g 

[«#313 9] tt*5fc*IU «59fi«aa, *aMHft*!U tfettW, <st 

*, #sijfli^^#, *Mww»#fM, *»tt*ft<e, ashram* 

was 7ia«©^jo 

, #stt]fifiij£, smt^ w&^-m. mm^tt. nmtm&mm- m&mwm 
, jk& owji) mm mmitmmm. m$mm&, mmmmnrit 
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nmzm-<DT $ jmmn^M-t^G^B^nm\s^.zf9 -m&M^r^t 

BffiTO, BiJfiLflM, lift (*J1) J*** &t£*fftff 

mia***, mmtm&. «»««tm MHteii* 
*«;ai/«fe^-geK*fei±-e©a$^^ k&h- K*r*#y k 
<D(Dmmm%: 2%tcizm&m^ : 4-e*s*i*r^y»Bi^j^Rr-%b<tt^ 

« 69 ic R - © r ^ ^ KIB^J * ir & G % y /\° * f£&$§? is iz ^ # - # > V ft 

: 4 -emtstisrs, j mmmt m-% b < »HK»»cRi-©r ^ /wear*:** 
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b T S y 5? # 1/** h\ * &(DfB3«# : 2£fc «S2^J## : 4 T*3! 
[0 0 0 1] 

*mmiZ, th^i^^hfi^GIfilMSl^t^-iei (TGR7& 
J: t>*rCB7T084) CDJBj&fcgrrs. 
[0 0 0 2] 

3§.&M<Z>0 t>#< te^^bTV* S guanine nucleotide-binding protein (J£*"F\ 

eiMsi^t^^-gat (gpcr) **v^7MtJt»si/-fe:? r *--«B 

ft (7TMR) ZMffiZftZ. 
[0 0 0 3] 
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, BUBS & SMS?-* fcfcJCtt, £#^t*^ltv%£ l/iz:/#-s&^<a»^ 
N A <Z>f|lT#WJ ^Expressed Sequence Tag (EST) £ Itf- # IC^# 
S*U 2tH§£*lTV^ 0 LfrU #<OESTttBB^JfH#(Z>«i-ea>y, ^OD^fg 

*bTV^ (#fF^:mi) c rCB7T084fciSVvKfittt&#'*-<5fc h fi^(Z)TGR7 

[0 0 0 4] 
1 ] 

#gi!2 0 0 0-1 7 5 6 9^ 
[0 0 0 5] 

WO 01/66750^ 
[0 0 0 6] 
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WO 01/48188^ 
[0 0 0 7] 

MMMC*4] 

WO 01/36471f 
[0 0 0 8] 

mm*** 5 ] 

WO 01/5708 5# 
[0 0 0 9] 

WO 01/70814# 
[0 0 10] 

utility &famMZM%j-tz>&m&£.hTmmznx%fe 0 m 

feU, GMa^^Ml^"fe^^-©y^f>K^mfei:tfaig«?9I^M$tiTV> 

So 

3SfSf£*3at U#>K) tfe, Rlz-fey^-tc^fST^- 
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jfy F<D&fe&£tfmGm&W&nMU1z'7&--m&9iii J t<DV3fy F®M*£lc 

its. T&fc>%, u^K^GiefMii^t^^-gaii: 
z -m & n<D$&mM zmt £ -^s * & « z am. z-sm v x & s gng& if & 

[001 l ] 



1 2 
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[0 0 12] 

& t (DUft^ zf* K * £ & ^ ©i& b X & £ cf^fg * fc tt^*g#&ttl&mif3!I 

##s*t. x/ufr/u, nrnmsstms w&%tm. shim, i§ 

] fl3tt©*!U 

[ 3 ] m&m-% : 2 * fci*m&m^ ■ ^-cmztizys s mmm t b < & 
sc n - o t ^ j mun z * & g s e i/ * ^ # - s a « * » 

[4] ffi*&m. mmmm. mmmrn. mmmmm. &it\zmm* &&m. m 
smnm&mm. mmmmm. m& om) mm, m^mmm. mm 

Wl/W»*ffift, *MM«fcffi% L/ < ttttrtfe«tft&© ; 3*B& • *&*»n?**±fi [ 3 
] fB«©&k 

[6] ^ig^ jg*& mmmm. mmm&vk. mm. #c#^, 
&wwm&mm. m^mm. m®. om) mm. m&&umm. mmm.m 
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mm, &mm*. wwmm&rc.iz<&&m<D^ffi - mmwT-$>z±m ni mm® 
[9] nmm-%: 2^r^tmm^ : 4T3Ssti5r^y»aB^ji:H— %l<j± 

cio] auwitt£i!& jh&bk, ia«^w»^ # 

MJi* MSflB*, ^Kil*fcttfe#5g©^-^^T*&SJ:IB [9] mm 
(DM. 

cii] (i) mmm*3r: 2t.r^tm^m^ : 4T?«t>sti*r^yi»BB^jfcH 
em> -ecD«iJ^^K*fcH:-e(Z)S^«fctf (2) /s-r^->*fe«L-*^y 

[12] (1) IB#I## : 2*fcttK#[#-£: 4 T^fc^tlST S J Mm&Stm 
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[i 3] ±m ci i] mm®*? v -->>fxm-kfcit±m ci 2] mm®*? 

[14] (i) ssm##: 2*fcttBB^a#-9 : 4-e^fcs*isr^y»iH^ifcra 
a«, -e®as^^K*fctt*©«fej:tjf (2) »i/-fe:/*-Ki=ist*&ra:* 

[15] (1) m&m-B : 2*fettK^rj#-&: 4 T'igifc £ ft £ T ^ ,/»ie#I£BI 

- % b < itmM m tc in- cd y ^ j mmm & &m 1- s g s & jt&fita u * ^ # - s 
«e©as^^F*fei**©«tfej:at (2) gzu-z-?* 

©m n 0 -y - > * t- it l ;i/ j v y t © z SKfb £ -a: s f * \t * 

<Di&*&m^zz£*mM£?&muK7*-m&w&fr\z?<Dmzttirzy3 

[16] p-y^-ytfctZL-jtjJlS isynm&m^ : 2 4 7! 

[17] ^^fc«^m#MigTO^j > r^s±fa [i6] mmamm* 

[18] (1) @g#J##: 2 £&te@g#|## : 4 T*£frS;fl5 73 ^IWHafilHr 
BSC, •£©»#'<:/^K*fctt-£©i6;fcJ:tf (2) ,3 -75-> Srffl vn£ d £ £ 

[19] (1) IB#!##: 2 ££&Se?lJ## : 4 Tf*fcStl*r ^ y iftie^j 
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[2 0] ±ga [i 8] ia^©x^u-~>^^*fe«±ia ci 9] mm®*? 

1£Z>it&m& felt *<DM. 
[2 1] (1) IB^J## : 2^fe^fB^iJ## : 4T^fe^tl§T^ y^IH^JillM 

bk, *©»#^^K*fctt*©*a3*tf (2) ssi/iz:/*-gBK*fctt-t 
t /? -r ^ — > z ©jig^tt feggfl: $ -fts fb-a-^i * tt-e & m v t 5 3 £ & 

— ^ h©*# u ~-y>?-fim, 

[2 2] (1) @B#I##: 2 £fctaf3#I## : 4 T'^fc £ 7 ^ -/KSB^ilR 

bit, K*fett*©ifefej:tjf (2) ti/t^-iestfeti-e 

[2 3] j8-T9 — >fcffi^J#-^ : 2 * ttl5I#r## : 4 ^fc>£;ft§7$ 7^ 

ib#i i: m - % l < »n fc - © r ^ j m mm & &m -t * g m e m& &m u * 

[2 4] *ffi*fett*«#ffi»IBW«fS5T?&SJ:IB [16] flB«(Z>&& 
[25] ffi#[## : 2 * fc W:BB8J## : 4 T^t» 3 *l& 7 ^ BfflB#ffc Rf— % t 
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nm^-mstm. w&%tm. fit¥E smnm&m^ mstmrnm. 

mn wjb) mm. mmmmmm. mmjkmmw. mmmm, ^mm^im 
> ^m^mtm, mmM&mmmm, mmwm>mm. frm&mmb l < nam 

[2 6] ffi#f## : 2*&ttSB#r##: 4 TftfcStlS SWmMtm—* b 

fett*©aKi^ > r«r>*=r-^hS:^LT3&*ai»«iiB^ii3e, mm. e>o 

£fflv>£:ii:£#^£-t£> Mf«GgB*#l8Ml/iz:?*-gB«©^*;fc3E 

[2 9] jiia [2 7] mm&x? y-~>^s*fett±ia [2 s] gasco^^ 
[30] ib^j## : 2 $.fcizmm&-% : 4 T*si£ tis 7 ^ j mmnn Rf-fc u < 
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^sssr, mflg^#M> ivsBmg, Awtstau *fe«3S«fc, m*&mm 
, ta^Aa $c3i&, #^tti«jfiijEE. ^jitttt. ntt**£, 
&##ft^wfi, »jfit«»#, m& mm, m&mmmm. WMuMemw 

[32] 2 * : 4 r^ts *i£ r ^ j waifflt * ^ < 

[33] KMIft^ft £fg#[## : 2 * &®2#[## : 4 T^S ti§ T ^ J WmW 

n t < ttmcfl&jc iwi-(Z)t^ y ra$r § g # > a * sc&^m u-fe 

[3 4] jS-r5->*feliL-A^;S/>mUtJ&«fiJ!I#^: 2*fcttffl 
[3 5] tf»ffi*fctt**ttrS««BWJ9fm^»*±ia [3 4] flSflROffl, 

[3 6] mmmm. mmmm. mmmrnm. ttcizmm. fo&m. 

gwnmi&mm. mstmrnm. om) mm. m&&nmm> m 
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3 4 ] mm<DM. 

[3 7] fl-r5->miT*SI!?!(##: 2 * &ttBB^J## : 4 
[3 8] *ffi*fctt^#ffi*|gW«fS!l-eft«±|B [3 7] ffi«<&3!U 

[39] Rjfcssw, fgBR«fe#^ ^5fi^M> mmwmm* &r~\zmm. 
B>&*i&. smnm&mm. mjtmmm. mm. wa) mm, mm^mmm, ^ 

3 7 ] mm<DMs 

[4 0] ©ILKltflC^fLT. ®SB^J##: 2*fefifB^J##: 4^£*l£T^ 

-xhom&^tsrt^^m «BR*fc##^, mm 

®&mm* w&^m. gwnm&mm. mitmmw. mm 

owji) mm. mw&mmm. mmstmrnm, mmmmm. «<mmfe # 

j mmm t m- % l < ra:^«$r jc im-<z> r ^ y & ism t & g # > a * g ^ 

®SUt^-^>;^f, -e^flP^^Kiifcti^^Sfc^l-S^, (DS2 
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m* o~?m. mmmm. sa*^w»*, fijfeffi, gmisit Misi:, wsi 
&mnm&mm. iitit, m om) mm* m&tmmm* * 

y H - % L < ft - © r 3 l:^ftSGieiMl 

^ y ma*r i: ra - % b < iiftjc 65 &c m- © r ^ j wmm mt&G*>;^« 

[4 3] mmmm&mm* mm* $-=>m> 9tmmm. mmmmmw, <bj&be> m 

nm^-. zt-tcitrntm^ : 4T^3ft&rs>>M83flfcH-fcb<fcm«»K: 
©r^ ;»jmt5G^>;^iMS!ut^-^>;^i, ■£© 
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[0013] 

[4 4] (i) SB^J## : 2 *fcttB!#f## : 4 *lS 7 ^ J Wm&it. 

? 3- F* 0-7^->££»L-;?7;w £ zmMZitfcm&t: 
, (ii) *MGPCR, *©*#*:7*-F*fc 0-7^->££ 

#^^-rs±ia ci i] ©^^u-->^*a, 

[4 5] (i) Sj|lfej8-r5->S!feH:L-*^;5/>S:#^GPCR, -£ 

©as^^F*fett*©SK:««is*fes^ii, (ii) #^bfci8-r^zi> 

>©*«iGPC R, *©«|S^^^ F*fett-e©SlC^'t«3gf^*fea!f^U 

jtmt z>z.n*m$iii?z>±m mi <z>x#v 

[4 6] (i) mmist=.$-T ; 5~>£feiZL-j!3;i>J i/>^|GPCR^ 
SlWJfiKIigtt^fcStefc, (ii) Kibfcj8-T7->*feliL-^;j/ 
>fe «fc tf«BWfc-£*>&#3&iJ!G P c R &^*r *3WflSK:JSlfflls-&fc*^K:fe 

&m-tz>z.t:itmm£.-t &±m mi <dx? 

[4 7] (i) mffihfce-T^-y&tciZL-ijJW ^>MHGPCR^ 
*t'Sm©J^]if^{cg§M§-tirfe^i: > (ii) ^lfe^-75->*fe«L- 
#:/l/>> 2/>fe J: tftt«Wb^#J&#38tjl!G P C R &^^«jWifi©JRHf^K:|g<HlS 



2 1 
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[4 8] (i) mmL1L&-T5=.>£fc&L-%JlJ MGPCRI: 
[4 9] (i) *^0IG P C R Sr^ttft t5ft^iS:*|§iG P C R 

mmizmm^tcm^t, ao *$&mGPCR*ffimk-t2>fc&m&£z$M l m. 
it^^mmo p c r sjWJBjcjftjua-efcii^Ki^w*, ##mg p 

CRfe^bfe«rJBJW«»ttfe«l>feU Jfe«'TSc:i:S:W«i:'t«J:ffi [1 1] © 
[5 0] ^GPCR^ISftfttS^il^, *»WGPCR%2-Kt6D 

& z t tc «fc o x mmmmmmftcommmizmm v r^mm gpcr izmmz 
•itfrm&t, gpcr s ft-g-^fc <£ & mrnmnm 

cR*ft-t&MMmm&&*:WfeL. z.£*mmt.?z>±m [i i] <z> 

[5i] *mmGPCR*m&fc?&ftizWi3-y^->&f=.\tL-jjj]sj i/y 

T*&£±fa [4 9] ^fctt [5 0] OD** U-^>^#?£, 
[5 2] ^^GPCRSr^-rsmtfeli^Ol^m^Sr^^S^il^^ 
£1-£±i3[12] 0^?y-->^df-yh, 

[5 3] «GPCR&n- FfSDNAI:Mt5DNAmt5liA 

MmiznmLt~*ftmGPCR%^m-tz>z\£*nwiii-tz>±m [12] cdx^ 

[0 0 14] 



2 2 
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«r]& nmm. rvrmm* wmemm. hie *vy*fvj*mm* ^y 
tf;vs\yz.mm, m&mm. ±mm. ft&mm* mmwmm. mmmm. mm 

^-mm. mmmm. &tpm. m^mm. t&mm. mm . mm& mmmm* 
wcwmm. &mm. tfii> tt#*rj& %mmm. Bmm*>L<i$mntmM. 
$.fcizzLtht>mm<Dmmmm. &mm%L<itxymm&n *>mma<Dmm* 

m. mmm. ±mmmm. mm. mm. mmrm. mmrm-. @si> 
/wk, til, mou *t& mm. mm , *it. ti», 
n> urn mi, mm skau flioe>> #«, iv, ^j»> mm. m 
. mit* m. ±m. , i&#> ^m, mm. mm. mrm. mmjt. mm 
stm. m&m. mn. mm. mm. mm. to, #*»«s^K:fi*'t 

. [0 0 15] 

@3#J## : 2 ££&@B#J## : 4 ^frSftS 7 3 «/ MIB^J^II^tCim-© 
7^7 lftS!^Ji:*& 8 5 %JK_h, b < 9 0 %&>±. «fcyf*t<}iife9 5% 
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jjin» («, fto. oi~ioo«, ^Kttio. 5-2 oa, *y»*b 

[0 0 16] 

#£l,<ttl~l OfflgE $e>lC^*b<»Htfi (1~5«) ) <D7§;Wttf 

ft&L&rsjwmm. w m&m^-. 2*fc&f2#j##: 4-e^fcstisys 

~10filE •ZbiZ&£V<umm (l~5ffl) ) ©7Sy|fc*W*U&7$ 
;»J> c) SB#J## : 2 tfettS2^J#-^ : 4 T?*t> $ *l& 7 5 J Wm&S*P<D 
l *fcti2«j£U: b<te> i~3 0im i»Jjff*b<tti~ioil 

a?, s&tc#*b<i±iRffl (i~5«) ) ®7^;^ifi©T^ ^m^SiSi^n 

[0 0 17] 

*SB <7£7;fcSg) , *«*i«C*SB 2/ /l/jfcfig) T'&£„ »J#-^: 2 

Tf^fo KBB^r fe^f S rCB7T084 & &± t? #) t "t* <g> #3&tjli G P C R 

> C^A^;i/7jfdri/;i/* (-COOH) , #;i^3r>>l/- h(-COO"), 7 
^F (~CONH 2 ) $fcttXXfJI/ (-COOR) ©ra*n?&oT%»J:V^ 

3z:T*x;*^;wc£ttsR£LT&, n-^ntf;i/ 
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•e-WWf S b # ^ tr n # ^ yWtit b 5H^© y ^ 

;i©Iii©fia (Mx.ti, -oh. -sh, t^;s, -f^#V-;i/«, 

^mGPCRO^mH ITU flfiUi, IB#!##: 2 7?^S4X-5T^^ 
»K^3^ ?)^57f h ft3fe©rCB7T084, IB#I## : 4 X*mt> S *l« T ^ ^ &BB£f 
fr£>&£ H Mif5fc(Z>TGR7&h*#JEV^;ft.5o !«# 1132000-175691, &#teW0 
01/66750, WO 01/48188. WO 01/36471, WO 01/57085, WO 01/70814JCfB^£ tlT 

[0 0 18] 

&$&m g p c r 0)®$-^ zff- f (js*t> mjcas^^Ktwua-rstR^ft 

3) J:SIb;M3&iJ!GPCR<z>«p#ys JMWmzm-tZ'*'??- Ft? 
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*MB« (8fcME (Hydrophilic) SMfc) K 
•e&S. (Hydrophobic) BtiLH-&K.ifti1°7* F=&W**JC/^ 

$?2;L<»1 0 0IJK±©75 ^mBB^J&^S^^F&^aWiibv^ 
' [0 0 19] 

&3:U Sfcfcfc, *<DT§SmS&mKl*1L\*2m!sk± (ft&LKte. 1~20 

ffg& ±»J^U<«i~ioifE $e>fc#^b<ttI5:M (1~5I) ) 
<tt, 1-10IIE *y#*b<tt»«, S6K:#*b<ttl~5«S«) 
^m^m^^ F&C3iffitfiifrtf*r*/jim (-cooh) , 

jjf^fS/U'-h (-COO") , T ^ F (-CONH 2 ) tfcttl^fil' (-co 

Km (*fe^*;i/7K=¥i/^- h) &*rbTv^»-&, */i/#*$/;i/S#7^ F-fb 

#3&i8©isa^^FK:Wu ±ffibfe*»WGPCRi:RI«llC, N5fc 
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T^mZtl&f&VfeG 1 n^fcfn^a?^ ym<thfc%(D, ft*ft<DT^jm<£> 
^fr^zm^?- Ft£E<D^s<7f V*teE*)<£$.ft& 0 

bVN„ d<Z)$i&&£:bT&, (M*fc£, y>»> ^fc^Kfii 

[0 0 2 0] 
[0 0 2 1] 

*$&WGPCR*>L<te^<D®>$-s<7°?- F£jU«<Z>:&££&^©7^ F#© 

r^>«Jil, y^/*^;MSfHM, 4 -^yvjVTtz-yiy&jiTJizi-jifflm. 

^x^;i/Tizhr^ F*^;MlfB!, #y u;i/r^ Ftffli, 4- (2' , 4' 
h^i/7i-^-t: Fn^i/^f;v) y*J*yffim. 4- (2' , 4' 
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^mzm^ZZHtfTizZJiK #JC %JVtfP4$ F^#<fcv^ ^j^tK^-T ^ K 
iiittlt DCC N, N' -SM y^ntf/i/fc/nKSM" ^ F\ N-x*ji/- 

n; - (3 -s;*^;i/7^ y -fuvjv) mitfvjs f&£#mv^*is 0 rti 

e J {CJ:-SM'fMJCtt^-fe^'fbai»M (MiH HOBt, HOOBt)til% 
[0 0 2 2] 

N-^^^;b^;i/AT^ F, n, N-i;^f;i/rt K, N-*^;i/ifa U 
*;i/jft3rS/ FS, WVy, PHr^y, 9- h^ti Fn y ^>^if©x-^;i/^ 

> o°c~5 cco^H^fejissB^sns. iSttffcsnfcr^BHS 

r £ fc ck y &fr& "5 'i^t'lS, H/S y £ b T % 
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[0 0 2 3] 

mn<DT$ j mourns tvx it, mz.it, z. boc, z-t/vv-^y?- 

*ri/ijjitf-ns, ci-z, Br-Z, T^v>^;i/^^e/^;i/3}<~;w MJ 7 

^;i/^dri/;i/*ii. r;^^i^f;W[; (MAtf, x^/k 

?n<\z7?-)i, i/vuxtf-jw z-r^y^jvr^E(DW.m^ 3«£%b< 

I7;i/*;^f^l, Ky\r^Jvm^t^<Dru4;v^ s<y*?;iJt*i/%jitf-ji 

^nt/XD7xy-;b«7jc^(Z)^«S^bTH Bzi, Cl 2 - 

Bzl, 2-nFn^>^VK Br-Z, #-*/-Y y -?>;v&£#mvM*>fts 

o 

-2, 3, 6- FU^^;i/^>-if>^;i/^-;K dnp, 

, Bum, Boc, Trt, F m o c & if 6 tlS o 

[0 0 2 4] 

#k 7 F, [r;i/rr-;i/ ^>^?nD7i;-;i/, 2 
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, 4, 5-MJ#nn7xy-;K 2, 4-^bn7i;-;K i/TJ**jv 
r;i/n~;i/ % A c 7-h0 7i;-;K HONB, N-b: Kn^rt/x^^^ N 

$ F, HOBt) & 4f#/8 V* & JSC** 

(JM) ^^LTIt P d -#|&&VU±Pd-|ji*it& 

7-f F, 1, 4-^^>^^^-;K 1, 2-3L$yP^Jt-)\;t£E<D&5t£j3 
[0 0 2 5] 
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[0 0 2 6] 

^tt#«a£&BMM-<5£fcK:«fc »J g#J©^^- KI:SIt5 3^^t5 0 <&£a 
<0»^*^#«ll©l»tti:LTtt, OT©a) ~e) tCfa^3*lfc#& 

a) M. Bodanszky feirjf M.A. Ondetti, K $/>*feS/;* (Peptide Synt 
hesis) , Interscience Publishers, New York (1966^) 

b) SchroederjScfct^Luebke, if ^ ^"9- K (The Peptide), Academic Press, Ne 
w York (1965^) 

c) mmm^m. F&m<Dmmz:m%k. amm (1975^) 

d) &&mm &*Tfmm&¥* &it&&mm& u ^&»©fb¥iv, 205, (1 
977^) 

e) izahmmm, mmm&nvm mm v&m mmis 
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[0 0 2 7] 

F-t2>m.&mM (DNAJfcttRNA, b < ttD N A) Z^m? 
§%©7 s &*W£v^&3%<Z>7 s &oT : k e fcV> <> Rjjf U 31 ? 1^^-^ K £ b X tt, * 
»|GPCRfe3-KtfiDNA, mRNA*©RNA?»y, I#itSot 
tu — ^ilT'&oT^cfcV^ n^©^«, 2*ftDNA, -*iRNAifc 
ttDNA : RNA©y\>T^U^ KT?=fe>£V> 0 

e^otj mpcRtzammi 15(7), i897K«©*tt*fett*ticflicfc* 

S&lCfcy, *»HGPCR0mRNAfeglt«it^S5. 

*«l8GPCRfta-Kt6DNAi:Uttt, #V ADNA, y;ADNA5 
-Y^U JilBb&iiM • ffiilK&&<Z>c DNA, ±ffibfc«fjfi • |BlKtofe<Z>c 
DNA7^^7'J ^/£DNA<Z>V* , f*lT? : &J:V\ 0 V -iZ&ft^ 

/^fU*77-^ ^"^X^ h\ 77-^^ K&if^T 

tlt^otti^V^ ilfBbfcM • flfllflU »JtotalRNA*fcttmRNA 

W^$:M$SL/fc%)ODS:MV>Titt^Re verse Transcriptase Polymerase Chain Rea 
ction (JB^T, RT-PCRatW5) {C J: o TJfMBi-* 3 £ *>T*£ So 

J*#»JCtt, *^GPCRfe3-KtSDNAtUTIt SB#I## 
: 1 : 3T?^*)Stl*«3SBB^S^ , rSDNA, *fc»SB#J# 

Tt«;\^f *v x?&&&mm&n u *mMG p c r £ j^mmc^^s 

jK&n- Kt*SDNA7*&*W#fa*i©%©TrfcJ:V*. 

S2#J##: 1 : 3T?*fc3*lS&3£BB^Ji:A>f^y#>fXT?g 

SDNAhlttt, IB3W#: l*fcttHe#I##: 3 7**fo3*i-5l6g 
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[0 0 2 8] 

(J, tl/^ra?- • #n-~>^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) lCfa^<£>;fr&& if tC^o T^fjfe "5 

mM, ^l<[illl9~20 mM"e, ffiK#» 5 0-7 01C, L < fc**& 6 
0 — 6 5iC©^#$:^-r o #JC, th'J^AiS^l 9mMtI»6 5 °C 
<Dm&&M*>&t bV^ 

rCB7T084&n- KtSDNAfcUTB, SB#[#-£ : 1 T?£fc3;ft5«2£BB#J#& 
&£DNA&£f;&*J3V^;ft£ 0 

SB^J## : 4 T*mt> MfS#lfr ©3fcTGR7& n -KfSD 

NAfcbTtt, S^J##: 3T^*5$tlSSSSB^6>^SDNA^H^MV%6, 

^^FS:3- Kt5DNAmt5mii&<, RNAS:ti^t5l^ 

tct^ a a, g p c Rate^o>iR9i* tc itmm * mm*? s 

S3*ifc*58iGPCR&3- KtSDNA CDi&SiE^Jfif # &C g "3 ^ff b , 
^be»S„ « bfcjKU 2? F (MM) ^^GPCRil^ODRN 

A £ a >f ^ V # <i Xt %> Z h IRNA * 5: RBWf S^i: 

§ 2>\ & S G P C Ril RNAi: CDffiSf^M b T#2i!HJ! G 

p cR&fc*<D&m*mffi - mm? s^^^ts. ^igpcrsirna 
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a*) fc^KT? r^t-sj fctt, s^i/a-^F (mm) ©ib*j 
*MGPCRie-f®5' SB^rfcr^^-^, 5* sg6-«^-^^r • u tr- 

K 5* tfU^^FWRBM&nFs/, KBKa-F**, OR 

F»WM»nF>, 3' «^«8RiR«, 3' «^U>Fn-A««, ££#3* 

[0 0 2 9] 

„ 2-^^S/-D-UJ}?-X§:#^'LTV^S7KU7 ; ^-^i/^^^'7|-^F, D- 
y tf-^fc^LTV^TftU^^S/*^ 1/;$-?- F, °7V >*fe«tTU ^ 

2*«DNA, 1*«DNA, 2*«RNA, 1*«RNA, ££>{CDN 
A:RNA;U^iJ»;K^ri:m, $ £ JC^tfifsK V Z V F (* 
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:r-h&£) &*lo%tf>, Mx-kESBfC (**i/y~i*\ 3? i^7-f • -Y>ti 

[0 0 3 0] 

^^©T>^ir>X • jKU I/*?- F (MM) \ts RNA, DNA, 
vm^#ir£*i£;#^ (RNA, DNA) T?&£„ nfe^M©=R^Mi: UT 

h^##> ^bTJKU VJtZs F73 F 
^^-U df** UTtis FT^ F^^lC^-ltOD^feKD^^e.tl^^ ^*UC|5g5t 

Ty?-teyxmm<Dmmm.mmz & vm®z> nnt-t^±y^mizm-t^mm 

3e> VfemmiZmmfrmT'W&KftHofrr&V, mX\Z J. Kawakami et al., 
Pharm Tech Japan, Vol.. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed., Antisense Research and Applications, CRC Press, 1993 & 
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Wibfcy, 3 fcflBK (MAH *x*ytTK, 3 

-K n-^Jftif) ftmif*>nz>o re>bfc%©li, SMftflDS* Sg&sv^iis 

©Itbtii, jK'iif l/>yya-M rh5xfu>^y n-JilaZc&yv 

[0 0 3 1] 

V>„ ADNA, y;ADNA5>f^5U-, _tflBbfejWJB • JfiKUfi* 

OcDNA, ±fHL/feHfffl§ • ^&3f50DcDNA^>f y^y ~, MDNACDV^ 

IS • JlBttU »J mRNAW#&a9$8bfe%©&MV>Tgti&Reverse Transcriptase 
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Polymerase Chain Reaction (J^T. RT-PC R£fe£lB§ffr s f"<5) tC<fcoT*fifI 

#»B<o*^f Kfc3-Kt«DNAi:bTtt, WZ.lt. ( 

&tik&Wffl Sr^-T -5 D N A. * ( 2 ) fB#l#-S§- : 1 * »I3#I## : 3 

#J«:#U #3Si8GPCRfc|g«ttfcH«©?Stt (M>. V KUteiStt, S/^ 

*®3?lf fetf« D N A & £ v> e> tiS o 

SB#J## : 1 * iZm&m-% : 3 T^fc) £ *l & Sil2?!fA ^f^'J^XttS 
DNAtUit «*. «, @B#I## : 1 £ ttIB#f : 3 T*mt> £ *l -5 i&«®2 
#i i: 8 5 %J£U:, b < km 9 o %ja_fc," <fc *J # * b < IZffi 9 5 %JBJLfc©« 

[0 0 3 2] 

*^GPCR0MSffi^?:ttS^DNAy7-fy-l:M^TPCR^ 

igb^=fe©ii©/N-r^y # */ n yiz & ixmrn-t z> z. ttfx* g 

V #4H-*/m><D^m*. M7L\Z. ^\s*c=l^- > VU--y>f (Molecular 
Cloning) 2nd (J. Sambrook et al.,.Cold Spring Harbor Lab. Press, 1989) 

[0 0 3 3] 

DNA0liS?(©^Ift PCRM»7h, MX if, Mutan™ 
-super Express Km (SIB3fi ($0 K Mu t a n™-K 

($0 ) teZ SrMVNT, ODA-LA PCR& Gapped dupl 
e x^U Ku n k e l&tZZ<D&ft&j$<Dl5&&&\i\&*ftbKmV&15mK.&. 

3 7 2003-3033967 
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* tc teffiMiz J: y «ffK»*T*mft 0 »J , y - IfeytT^tsr 
fc#T?t*S. SDNA}«05' *SBfltflCWIKBI^3K>i:L/T©ATGS:^L/ 
, *fc3' 5fc#«KlttWIRi»iL=r K>tbT0TAA % TGAtfeiiTAG^ 

'^IgGPCRO^^^-tt, i^ll (>f)*»«GPCRS:3-Kt 
«DNA^&BB«ri: , r«DNAWf>iS:«jymU (n) fDNAlf/t&jl^ 
^^df-*<0^n^-*-©T»K:5*3!St-*i^CJ:yiS^Sifc^'rgS 

o 

[0 0 3 4] 

^^^-tbttt, *mm&&<D7^X5. K («, P BR3 2 2, pBR3 2 
5. pUC12, PUC13), *MMIfi#<Z>:/^;*5 K (M, PUB 1 1 0, 
PTP5, PC194), B-&&3&7 i ?'X$ K («, p SH 1 9, p SH 1 5) 

, 7i^n.n^-f ;bx^if©i*%^-r;^x^if©fi6. pAi-n, p xti, p 

Rc/CMV, pRe/RSV, p c D N A I /N e o & if #JBV* 

=E£ LTMv ^ SRa7n=e-^-, s V4 o ^n^E-*-, ltr^ 

o 

Sfeb^„ ii^li/x'J t7JIIt^5i^i, trp^D^-, lac^ 
Et^E-*-, r e c AzfU=E:-#-~, * P L ^E- # lpp^D^-^t- 

fc£j8W^/l/*JBaST?&-5*&tt, SPOl^D^-^-, SP02^ 
n^E-*-, p e nP^D^E-^-^if, t^Si^tt PH05^ 

B^-*-, PGK^n^E-^-, GAP^D^E-^- ADH^D^-^-^ 
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[0 0 3 5] 

JKU A#iUS/^;i/, M*V-:ft-. SV4 0^|g^-U^> (J£*T, s 
V4 0 o r i &H£-^tLTV%£%(5D£MV^r 
tS. M7-A-tlTlt ^ Kn^3t5^St (KT, dhf r 

£.ti&ffi-?&m&tf&Z>) mte* i*VhV*rlz-h (MTX) , T>tf£/ 

U>1H£»^ (J^T, Amp r iLmffi?&mi?-tf&Z> > ) > ^^v-r^>W1S» 

(^T. Ne o r £HgirtSI§1§?#&3. G4 1 8»ft) 
#SC, CHO (dhf r") mmZm^Td h f rI^5SKY-*-i:bt 

, a-y^-if-^ ^-f-;HB#I, if y ^ > • *V-;i/fd#i& if m&tfi 

m-&T*$>&m'kht, mf a • ^^^;bS3^j> sue 2 • i/ ^)^mn^ *f> 

[0 0 3 6] 

X.t/ziVt7mW<Z)M t {$&}£.hXl$. Xi/aiU tlT • 31) (Escherichia coli 
) K12-DH1 C^n • . if . • y^-r^ - • 

• iMx>f ^fX ♦ • if • rL-x^x— (Proc. Natl. Acad. Sci. US 
A), 6 0t, 1 6 0 (1 9 6 8)], J M 1 0 3 [3? * -f l/y ? . ys,», x • U 
if — ^ (Nucleic Acids Research) , 9 309(1981)], JA221 [ 
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• Hr-f - ^b^fn.^- • AW^n V- (Journal of Molecular Biolo 
gy) , 12 0*£, 5 1 7(1 9 7 8)] , HB101 tPv—j~)l • ^ • 

• A>f7Tn^-, 4 1i, 459(1969)], C600 C^x*^ y 
(Genetics) , 3 9f, 4 4 0 (1 9 5 4)) & ifv^M 6>4l;5o 
Af;i/Xlii:bTH A^;i,X • X^;i/^ (Bacillus subtil is 

) MI 114 li?->, 2 Am, 255(1983)), 207-21 (*»-^ 
Jl> - Hc~7 - J\4it>TX7s h V ~ (Journal of Biochemistry) , 9 5f, 8 7(1 
9 8 4)) &£##V^;ftS 0 

mMZLTlt, •9-^^jn"T>ri2X iZl/fcfS/X (Saccharomyces cere 

visiae) AH22, AH 2 2 R — , NA87-11A, DKD-5D, 2 0 B - 
1 2 % J/j/f lyAOT'f "feX 3jf>/< (Schizosaccharomyces pombe) NCYC 
19 13, NCYC2 0 3 6, fcfdfT A'Xh'JX (Pichia pastoris) 

[0 0 3 7] 

fifilJfiiiLtli, Wittf, 9>f^#AcNPV©«^tt, 
3fc$Kb#fflJB& (Spodoptera frugiperda cell ; S f , Trichoplusia niGDtf 

®fi*0MG liffljfi, Trichoplusia ni®0fi^<Z)High Five T %fl&, Mamestra b 
rassicaeft^©$|Sgtfe^Estigmena acreafi5fe<Z)HOg& if ^MV^ btl& 0 tf^f 
^^BmNPVCDt^t SffidfeftftflMg (Bombyx mori N ; BmN#Hfl&) & 

tsftttbtit sf gflfie (atcc crli7id , 

S f 2 imm (&>±. Vaughn, J.L. -f > • Jft (In Vivo) ,13, 213-217, 
(1977)) fc£#/&V*e>*l&. 

(Nature) , 315 #, 592(1985)] „ 

i»Jfi^ttit -9-;HfflJiSCOS- 7, Vero, ^W--X^ 

A^^-MjggCHO (jg*T* CHOmmtV^m) > dhf r.I^iW- 
-X/NAX#-*ffl|§CHO (JB*T> CHO (dhf r~) mM£®m) > 
LMM, V7XAtT-20, v"?^^xn--7»R 7^NGH3, fchFL 
MB, hHEK 2 9 SlBJftfc^jWB^&ft-B. 
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[0 0 3 8] 

• -f-*/a1-)l • T^j-t-*^ - • ;f y • if>fx>^X • # • if • ^-i^x- ( 
Proc. Natl. Acad. Sci. USA) , 6 9#, 2110 (1972) ^*?-y (Gene 
), 17i, 1 0 7 (1 9 8 2) &ZlzmM<D^mzWi^Tft&oZ.£tfVizZ> 

o 

)V - Vxl^^tJ v 97» (Molecular & General Genetics) , 16 8$, 1 1 1 ( 
1 9 7 9)teZlzmM<Dj3miZft-oTfjtet>Z.}ltf7?gZ >0 

mn&mw&mir&K.is.. m*.iz, *wx- ^y • ^y^^^uv- (Meth 

ods in Enzymology) ', 1 9 4i, 182-187 (1991), ^Uiz — iPy 
ffX • • if • -f-i/3±JV • Tjfj^ - • *zf • iM x> W X • tf:/ • if • 
rL-m^x- (Proc. Natl. Acad. Sci. USA) , 7 5#, 1929(197 8) 

o/Technology) , 6, 47-55 (1988) & £? {CfB*©^^fC^ o T=f?& ? iil^t'^S 

a 

»»^ISIt§t:[i M;U£, mx^srj#8if*I0SSx^l^^ , n h 

263-267 (1995) (5«*±B£r) , ^nn *?- (Virology 
), 5 2$, 4 5 6 (1 9 7 3)lzmm<D^miZ'<fc^Tft&?Z.£.tfT*iZZ> 0 

(c £ ft £ igifi £ L T # 3g ^ i? & y , * <z> tft {c ttafc?&£re&tt © £ 

, WX-l*. tfjvn-^ f^F^h'JX TQ&fflBtn* S/attfcif, BfHiKi:l,T 

tt, Tye=.vjum.m. mmmm. n-y*?---?- vu-, ^by 
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&«MilILT%«fcV^ Jfcifi© p H»*5r 5 ~ 8 LVn d 
[0 0 3 9] 

ii/x'Jt7li^itsMIi:U}t jr^a-*, #if ^ 

■ y»S:*t?M9«« 0^5*- (Miller) , —Tft • jf-y . U :* >S> 

• -f > • ^U^f-o.^ — • y (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2] tf$?*bV\, ZZK!&mK£VzfU^:-&-$:m^£<M-fr J &Z>fe8) 

o 

ti^xi/iUt:7ll©i^ ^tttlf^l 5—4 3°CTi?&3~2 4B#|S5 

ii*vtf;i/xll©i^ grttttftftftlrs o~4 otct?j^6~2 4^tmf?J& 

(Burkholder) dft/jN^p^l CBostian, K. L. £ % $/- FX • :fr 
:f • if • ti/at^ • T*3"r$ - • jT^- iMx^WX • • if - n-;n* 
X— (Proc. Natl. Acad. Sci. USA) , 7 7f, 4505(1980)] ^0.5 
%*if^ ;HmtSSD^« [Bitter, G. A. ~?X1 %/- >fX • 

• if • ^>3f-;i/ • y-ti^X - • ;*y • if>f x>i/>fX • >f • if • rL-aix^: 
- (Proc. Natl. Acad. Sci. USA) , 8 1i, 5330 (1984)] ft&tf £ 
*IS„ igi&©pHtt^5~8(Cif^£©rtW£bV>o ^#iijlS^2 ox:~3 
5°CT*$I2 4~7 2B£|Btff&VV ^M{C^DTil^M#$ri0A-B o 

[0 0 4 0] 

ace's Insect Medium (Grace, T.C.C. , ^>f^-r— (Nature) , 195, 788(1962) 
**OpHtt»6. 2~6. 4 CWSEI- LV\, 2 7 1CT? 



2003-3033967 



2002—361580 



~2 0%(Dm^lkm^tiMEM^m [iM my* (Science) , 12 2#, 
5 0 1 (1 9 5 2)] , DMEM^fi [tf-f nni?- (Virology) , 8#, 39 6 
(1 9 5 9)), RPMI 1 64 0M (^-tA-t^-f •7^'JA>- 
XfJ-ftfy • 7y^X-i/H> (The Journal of the American Medical Associ 
at ion) 1 9 9^, 519(1967)), 1 9 9 fgifi */— ? • J"? • 

if • y-tM m-r-^r • 7* - • if • ;frn • ^rVx> (Proceeding of 

the Society for the Biological Medicine) , 7 3#, 1(1950)) 
Mv^nS- pH&^6~8T&£©;W;£L^„ 0ic~4 Ot; 

T*#?J1 5~6 0l$r*??&V\ i^SiCJ^DTM^^f#5:}flII^So 

[0 0 4 1] 

v ^ - a £ j: &/ * itmgmm* if sc £ o x m&& & »mrffi l £ © ^ 

1 0 0™«5^cr)|^lf?Stt3|!I^*tlTV^Tt»j:V^ «i*if»IC*»WGPCR 

tg^mr&. *tigfo&%i<D%mx'mft&&w*mm£ 
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[0 0 4 2] 

*>< UT#&tl**»WGPCR3^3B«#1?#fe*lfc»WlCtt, fi#4**tKZ>2f 

% ic -r & r t & 7* § . 

^h'^i/^, F^^#-if> zfWrj ^'Jai/ 

So 

[0 0 4 3] 

##§I£G P C RK-M-tZtrCmZ* *&mG P C R &K»L#Sia#T?&*ifcJU 

^^iGPCRKl^-rstfiiflttt, *»WGPCRSrStjKilUT«V\ 
3; fctt^lfim<Df^&JC^o TIBS'** « r t^§5„ 
[0 0 4 4] 

T%«fcV*. t!t£tt$tft2~6«&JCl|S?'o, ff 2 ~ 1 0 mmBtff <fe*)tb«&. M 
v*e>*i5i®SL#<|&fcUT«u Mill >fs, W*;K 



mSE# 2003-3033967 



#2002-3615 80 ^p 

Zi±Z>ztK& y, *n-^/i/}fi#:jg£/Y>f :/y K-v&HSg-rs^iitfT? 

t*4^V- (Nature), 2 5 6i, 4 9 51 (1 9 7 5^) ) fC^HSg 
tSit^tS. IMIIIiibtlt iK'Jxf l/>^y n-jl (p 

EG) ^-fe>#>f e>*l5#, #*U<ttPEGjWgv*&*i-6 

a 

#ffiM#Hfl&£ mZ.lt. NS-1, P3U1, SP2/0^ £ 

*l£#> P3U l^W*b<Mv^tl^ 0 M^e>*lS#t#jg£i&Hfl& (JBiiKffli&O 

mit'Wmmmmfflit&ftt.L^&miti 1-20 : lgs^y, peg (t 

tt<(t PEG1 00 0~PEG6 0 0 0) ^10~80 %Mm<D^)&UWiM 
3*1, j&2 0~4 0°C > ^^ L<^^J3 0 — 3 7°c-e^i~i 0^-l^-f 
- hf*rfcK:J:y»J|BJ:<||irJBI»'&ft|li6T?a* B 
[0 0 4 5] 



4 5 
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1~2 0%, L< ttl 0-2 OftCD^J&Jfclfillff&^tfRPM 
I 164 OJgtffi, 1-1 oyo^^JB&SM^Sr^tfG I Tigifi (fD^Mmxm ( 
«c) ) *feJ4A-f K-^#tf&Ufom*fi (S FM- 10 1, B*&3lg («5 
) ) &££«V>£>r£:#T-i££ a M2 0~4 01C, »*U<H:jj& 

[0 0 4 6] 

(b) ^ey ^n-^-;i/m^<305WSg 

m^&ifrsu cm. deae) cisMm ieaai&is, y 

[0 0 4 7] 

* U 7 - tc&ffi S -erT^gg L/ fe/N ^-r- > IC^ L TtftfttfMm& < T* £ ft I*, if CD 



4 6 
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Ute&<D*¥<DMftRmr*$gMZ$-&x%&^i)K ffljut^ ^t/MWrft^^y, 

lift, #»J££%{c|g#;*;fi£ 0 &#icRglLT^#;jg£tB£W&£fc#) > ^ 
7n^> v?V=Lrty h^%±yujyY?V=LAyv*n^hx*>&^ 0 & 

mizhxwmxgz. tfv #u-i-ftffifti<?)&mmmte. ±ma>^j vu-±ft 

-So 

[0 0 4 8] 

«GPCR0U^> Fit (3 -T^ -y £f=.ltL - % ft J */yx&2> 0 t£o 
[0 0 4 9] 

o fi£oT> a) #S&IJ|GPCRt:fcttb) *^GPCRS3- Kf§DNA&, 



4 7 
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§ /8-T^->^fe^L-^j;i/y ^>©^ai#M^i§^-e^^vN (*^gpc 

ROMZmfilsfcV, b) (^f) #2£l£GPCR£ii- KfSDN A§:f If IC 
t^bWt^^iiicfcot, &£v^i (n) ^£&£ifflJ^ic;£3$i5J!GPC 

&£&CJ:oT> B#<A#mc£#smGPCR<DS£^&&£l2\ y#>K©fEffl 

Att, ^T?te#tt*»GPCR<Z>»IB^±K:053t'r*^«i, #fCtf»ffi*fctt ( 

^it&mm. ififtiiff, •©^s, utt^^, i##«cif£E& 

mm. m&#mmm* &mk*wm* m%mm&, mm^mtm. # 

/8-T^->*fettL-^j;i/y i/ > G p c R o i/ 

Pimm. mmmm. m^mm. mmn^mmm. mx^^m. mfost&m* 

> WitH^M. @##fi^eH£«:^CD3^«#fi{ilB(Z>M(C 



4 8 
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, ^fijit^. mmmmm, ^mm^^tm. ffimmmmm 
As*, mm^mm^m, ^m^mm (mmmm, mmnm) > w&wm m • 

MX-IX, a) ^IGPCRifcttb) *«lg0DNAH:, ^UlC^CTH^S: 

Mhfrmm. x^-z^m. iy*^«, v>f ^n^iz/b&f&^LT&ni® 

[0 0 5 0] 



ffi£E#2 003-3033967 



#20 02—3 61580 




hU*A&£) fc£#JBv\e>*u IS^^Hiii, r/i/a-;i/ («, 

, #>f^->f£#©tgttSff («, sKuy;i//<-h8 0™, hco-5o 

) &Z£mmvT%&\,\ m^mtLnt. mux* =rv$uu *s$t&&if#/g^ 

[0 0 5 1] 

JsfBESIitt, ftfAtf, MSH U>$£M«?8u BKthUf 

a&& (iin v?*, ^-t^ tyj;, -?% > yt/ y >r^> * 

ftPfi#o*^ -IgSUfcMx.^ tttt&mm&m (60kgt 
LT) {C^VNTti, -HCot$il0.1~10 0mg, $?£L<&$Jl. 0~5 
Omg, J:y#*b<«*&l. 0~2 0mgm„ #&PI&& 

. i nrttt-^*tta^swfc, #*mk n^m^ifiz^-ox^m^^ 
t>K m*.&> mmwrnvizmmmtttt. nw&mmmm (6okgtit) iz 

&V%T»> — 0(CO§|fjO. 0 1 — 3 Omgjglg, # *b< »#&(>. l~20m 
g^E *y#*L<H:*&0. 1-1 OmgiI^iiaificj;^#tS©^ 



5 0 
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iMIi&S^ fcp«#©#^ -fK»tcWa.tf, ff^jSWAt (eokgt 
It) jefcV^Ttt, -Btcotll0.1~l OOmg, #*l/<li#&l. 0 — 5 

Mill &#»©#Ttt»»«*.tf, «#^96RA# (eokgiiu) jc 

&V>TH — BiZ-D^mo. 0 1~3 0mg@E fil<}i|5l0. 1-2 Om 

snm. *y»*L<tt*&o. i~i o m g gii:#ittif ic ^ y g^t s 

[0 0 5 2] 

(2) S£-?*Wr*| 

M0DNAfeit;7>ft>^DNAlt btfMtS i £ }C 

i*J, t: h*fcH:ifc$LIM& (MAIt 7^h, v^x, tf-fr^, ti^^\ 
^iy, 1f;i/&if) CfiW«*»ij|GPCR*fettf0#^yfK 

S3 - FtSDNAtfelimRNAOMS Ot^fMf*) MtSrt^T'g 
SCZ)-e. lDNAtfe|±mRNA©II, -5 Wil^gT^ 

S#^CDy-if>A>f ^f-i/a^PCR-S SCPi (>yv^ 
y ? * (Genomics) , H 5 #, 874~879H (1 9 8 9#) > ~?U */- P> 

• JtzT • if • ti/at;P • 7#5^- • • V-i^yis^X • • rt- 
(Proceedings of the National Academy of Sciences of the United 
States of America) , f8 6i, 2 7 6 6~2 7 7 0S (1 9 8 9$) ) fci? 

5 1 ffi|E#2 0 0 3 - 3 0 3 3 9 6 7 



2002—361580 



3; , - If > 7\ -f V #V 1? - ^> 3 > fC J: *J ^ G P C R <D W$M.& #tfe 
*»WGPCR<Z)«|B^tcBI3t't*^Ai:bTtt, *«Rfi! 

ww. wm. ohm mm. m&wmmm* wwimww* mm&mm. mm 

Hit * fc if #P £> *i S „ 

[0 0 5 3] 

* SSE-fb £ i±£ ib&®<D x V V - s; > Steffi v> £ r i: #-e£ s „ 

•t^t»t>, (i) *kh«JL»«©a) jfii«, b) #^©Hi 

*l«*»WGPCR©mRNAftS:agjfe'r«ii:K:J:S, *%^I|G PCR©^ 
[0 0 5 4] 

G P C RfflmRN A*©U5t fckBfttt C tiJgJT© «fc ? tC L T*T 3 . 

(i) jEig&zwmB^TM^ bm%mm w*.i*> 5^, 9 



5 2 



2003-3033967 



• 



#2 002 — 361580 



, jiBiiv^x, mmmfcw*. mm*?vx&E) kmlt. mm m 

^yiMA^mRNASiffiU T a qM a n P C Rfc Zomm&M 

(ii) *»WGPCR&»«^smitlR«#&J:e©*ttK:«v^fWHU, 
»t«ift#JC-^**lS*»q!GPCR©mRNAS:ra«K:UT)tJfc, iW*f*r«ii: 

[0 0 5 5] 

~ i 2 RfriHUt j: y u < tt i isratif— 6 mmm) % l < kt-^tra^ ( 3 0 

Wife) > *fett^fe*v^tt<»3a»^hU'^i:ra^jc»tft^«iS:a^U 
L<«lH^~2 4HHt) > l!^t*tl5*^GPCRfflmRNAiS: 

(ii) ^tKm^&^{C^V>^^Si^fC^^b^S^cplCM^$i±, ^ 
-SM«t (10t~7 0f, ^L<«10t~30t, J:y#*b<tt 
2 0t~3Ht) , Ut^««KSI«:K:^**lS*»WGPCR©mRNA*S:)e4 

[0 0 5 6] 



5 3 
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*^GPCR©^fiSitilISitS3^fC«fc y, ^^GPCR&^-rSjp|HJ8§ 
JBRKfSffi 7tf^3>;^Ii, jlM^I^Ga 2 * 1 "^ 

Mi, WftcAMP^, iificGMPm -^y $/ h~;i/U m 

aiSfigeicD y ywtib* c - f o s ©iSttffc, p H©fl£Tfc£& 

yv&& 0 ife^ot, _hiHx^ v-=.ynmvm*>tiz>$i$&mGPCR(Dm 

5§^c P c R<©»^a#K:eH^s^«K:^-r*^Tf<B#ffi^|» • 

tt&WGPCR<Dmm^±izmi&'t zmBt.hr it, muz, ^m-& 
lis (/jn^) mmmmmm mmstmmw. mtmrnm.. &mm 



ffi|E#2 003-3033967 
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[0 0 5 7] 

Mill f8rtb^&», &£Cj£BTll#&ifcl/fc*S3!I, ^y-fe;v3?J> xy^i/ 

ptetcffiM-e^*. Mill sstfli^<&s:^a#wicag«>e»n«^©ffl#,"si* 
aa, K^sff, ^h^;k mmm. &&m. &&m& iz-miz%g®> bnr=. 

^7^-fe;i/M^i:ncMfu-rsri:^^%5MDMi:bTH Mill if^ 

&ttMtf>7M£?&£ ITI1 Mill ^KWfOflfi 
©*£Sfr^£#fcH£§S?£ dill D-y;i/if D-v>^h-;i/, fcft*- 

hu^AJ&if) &if##^e>*i> ji^«:«|i«Mtr^ Min («, 
, amry&n.'mft&m m> #yyM-h8o™, hco-so 



5 5 
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[0 0 5 8] 

±iaBSH», ffitfftffl y>KJfcK«i& »*^" h U ^ 

A^@f?S) , ^-/S-ft^FJ (Mill SSft^n*^ 

5f K n^s;, *n, -f*> 

K: J: y ftPifc^cD®^, -jK»{c«^.«, #S8^A# (6 0 kg 

tbt) KlfcV%Ttt, -HlCotiO.l-lOOmg, »*b<ttj|&l. 0~ 
50mg, &VfttLL <l*mi. 0~20mgm. ^MSPBrJCS-^S*^ 

ft*f«J©^Tftta*«ittf, (60kgtlt) tc£ 

V^tt, — HfCof*j!i&0. 0 l~3 0mggE SF^b<»|«|0. l~20mg 

• [0 0 5 9] 

( 4 ) #3&U! G P C R KM-t 5 V % y K © JMScfc «k 

(i) *lft*«J:0f««tfl:Stlfe*»9IGPCRi:«:«^»JC 



5 6 
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[0 0 6 0] 

^^GPCR^c^f-rs^y ^ f ^—^;I/m#:S:fllV^TMGPCRCD^* 
. Fab', feSV^F a b W^Sr/BVNT^cfcVx,, 

^^c^»^ll^^:$:Mv^s^^GPCR^D^i^£^i, 

v [0061] 

c 125 ik c 131 n, c 3 h), c 1 4 c] «iif*«fflv^6n*. 

-hfBP^iiLTtt, Sc3e*eJis?SS©^:^&=bcD*^*b<, Mill /3-#^ 
hi/^-if, j8 -^;i/n$/ijr-if, y;i/# y 7 * ;* 7 t # - if. A-;f3f*/#- 



5 7 
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• 



^i?%j:vN 0 fg#c£bTfcfc, 7#n-x. r^h7X -fe ;b a ^ 

VN^^S^^-Tb* liit'^S^||}i&<, aCTJtJftK&fcLfcS-arS^iOB 
[0 0 6 2] 



(F) a, ^ttfcjg^bfcMMajR (B) ( 
B/F&jfc) , b, Fv>^a>©«|&fi&M£U tt*m*©#UR«S:Mfc*-5 



5 8 
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h-;k tt^la^^:#^cM■rsm2^il#^^S:mv^s^ffi^s > #<fctf, miffifoti, 

mmmms mzwo m#mi%. m*u5 7^m , mnmrnzm mm&m 

Wfemi (H3JK) (BS^«ISi, Hgf0 6 s ("Methods in ENZYMOLOGYj 

Vol. 70 (Immunochemical Techniques (Part A))> Vol. 73(Immunochemica 

1 Techniques (Part B)K |Sp|| Vol. 74 (Immunochemical Techniques (Part C)) 
> M9 Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 
)K IHH Vol. 92(Immunochemical Techniques (Part E : Monoclonal Antibodi 
es and General Immunoassay Methods)), Vol. 121 (Immunochemical Tech 

niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) (J^_b, 



ffi§E# 2003-3033967 
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[0 0 6 3] 

T, KGPCR<0l8S©»^tftffiStife»^ WZ.lt* f*GPCR©«MB*£ 

R©Ja«I»3S^cjeH , rs3KA^c«Al/Tv^«BrlBtt*«lffv^, *fett»*»Bfr* 

*»»HGPCR©«IB^K:M3t'r««IAi:LTtt, 

Kffi </j\!B) ®gi$#a^> mm 

*^GPCR®ii0J|giEiJC^HSt- 5Mi:LT}t ItaC^Mtt 

, mm* o^m* nrnrnm* um^mmm* mle, mmmm* mmm*. «m 

[0 0 6 4] 

(5) *»BGPCRC*ft hCD^.^U-->^^ 

c am P £j&<D#JfBf# j| £> *i§ r £: *$&m GPCRlir ® 1MB ft 3/ 



6 0 
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fcm&lZ & «■ #3818 GPCR^t fclBflSl*! c AM P £jjfc«!«!figtt &S9j£-f 
5 r £ £#S8 i: ^ 5 G P C R izM-t 5 r h & »«T 5 „ 

#^fcfV>fF, nl/^h^p^x *^F->, 
r-oL-n^^FY, ;f £°;t>f F\ ^U>, /ty^l/yS/>, rt^S/ht^, P 
ACAP (M> PACAP27, PACAP38) , l/^V. 2>#zjr> % 
#;b*/F — 7Kb;^^UX yvhX3?^>, GHRH, CRF, AC 
TH, GRP, PTH, VIP (Ayyi'f-f^ -f ^X^^M/ 7> F 
'J Kf»; F jKU^^F) > VTh^^fx F~/1^>> wy>, 

-f^V^~y, cgrp iijjvi/ F yu-f-f y F^^ F) 
„ n-fnh'jix i/yx#^>, ^nxjt^y^x F n 
> rfjt/y, 7Fi/fJx ^r^-r u - («, il-8, 

GROa, GROjS, GROr, NAP-2, ENA-78, GCP-2, PF 
4, IP-10, Mig, PB S F/SDF- 1 & £<DCXCT=Ej] J V^^V 
T ^ U - ; MCAF/MCP- 1 , MCP-2, MCP-3, MCP-4, eo 
taxin, RANTES, MIP-la, MIP-1/3, HCC-1, MIP 
— 3 b/LARC, MIP-3j3/ELC, 1 -3 0 9, TARC, MIPF- 
1, MI PF-2/e o t ax i n-2, MDC, DC-CK1/PARC, S 
LCte¥<DCCJr=eJi'iy*t-77 7 $ U- ; lymphotacti n&£<Z)C 
^r^iJ'fyt^?^ U- ; f ractalkine/&iffflCX3 C^^-f > 
t7*7 7 5U-^) , X>F"feU>, i>fn#XbUX "rt- 
n^>*/>, TRH, b7f-f >y *jKU *7*>f F, y^sftx 

77f*;>i (LPA) , X7 4y3*/yi-vymte¥) ©tf&ic, #[;Ui, t: 
F££M?Lifr#? (Mill vtfx, F, HW* vju&Z) 

(omummm. mmmm±m> ztfim^ztiz. ^ 

M^b&#6>#IIiU ««F»JC^-(Z)U3tf> KS#6it^S5. 
[0 0 6 5] 

6 1 ffi!E# 2003-3033967 



# 
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t, g p c r zfttzmmft c AMP^M^t^tts^i^fctt 
( i ) ismft-^£#f&0j!G p c r *^^&mmicmmzi*:f=.m&K&vz>M 

Mm c AMP^MMfStt^I^tS £ £ S:#fi:tl,^G P C R&C*hT 5 
iC J: o TM^JiiClg^ b fc^m G P C R &C^M£ * fe^tC & W 5 G 

p c r c AMP^rt#p<Bj?gttfemi)t«r« 3 1 zmmt? z*mm 

[0 0 6 6] 

tt, Potter-Elvehjem§?^^e^^--f if~T*«S:^L?S-r^r^ y ^ 
>^-^>jKU hn> (Kinematica*±§g) JC J: jB^tfttC J:S««s, 7l/> 

<D&MK.&&&wm*±£VTm^bM 0 mz.it. msmumttim (50 

0 r pi~3 OOOrpm) "ZM&ffi (*ift> $J 1 #~ 1 0#) J&frU _t«f& 
2 5> lCjg& ( 1 5 0 0 0 r p m~ 30000rpm) T'Mlg 3 0 #~ 2 Rfrffl&fr 
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[0 0 6 7] 

*mmG p c r *&m?zMM j $>*<DfflMmmft*<z>*mmG p cr^ih 
liwssfcy io 3 ~io 8 ^i!SSfflmb<, io 5 ~io 7 ft*x%> 

m & § v n \*MM fcSffi £ ^ £ & v ^ 13 & A y 7 y - £ 3£$l L . 8**Mt 

fc-rs&st (m*.&> camp^^ ammifi* m&&&^-t2>frMBmiz&v 

%J:^ 0 c AM¥$if8.WfflteZ<bmmz^>\i\Tte, 7 it n U ifT* 

j f»*»WGPCR©flMBK:M3it'r*«ijft©^i» • mmmtLxm^zztifi'vi* 

jbt*&s„ ^^jc, g p c r {c^t § r df-^ h mitmmw, m& ( 
mm. m&®mmm> ®mmmmw, imtft^ 



6 3 
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[0 0 0 6 8] 

(6) *&WGP CRZ.V jtfy K fc©»-&tt&SEfliS«ft*^* (T=i-;*K 
£ © S: SEfl: S * S fls-& W S: t * Rail 

(-) ^-77->*fettL-*;Wt'>MiGPCRt 
(i) m§mGPCRt(3-7^-y£fr1,ZL-jjJ]sJ 

/3-y^>£fc&L-#;w i/>^^^GPCR^<D^^&^S-&S-fb 
#2§l!©;**y-x>^#^C£V\Tkfc, (i) £ (ii) CD^HC£tf§, M 
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c AMP^J&ffllWfSte&ifjW* L\,\ a 
[0 0 6 9] 

a) m^lst=. 0 -T 5 — y itfciZL - ft Jl ; *«iGPCRIC||i3t 

- * ;i/ ; */ y & j: # n&atis® z*mBGPCRit&m?z>MM£fe izmmm® 
mmfr fc mm z-&t=. tc £ w & , bt=./3-T^~y£feUL-%)v; yy 

;W i/>ffliGPCRC^t§iM5:IIIU S&mt &Z. B - 

T^-ytfriZL-xj],; isy tmGP CR£<DM&m*mkZ-&z>ik&m$.rc. 

[0 0 7 0] 

y &*»WGPCRS^'r*JttJB»c««S'firfe»^i:, *^gp 

«S-&fe»^fCfettS, G P C R S^r I & » I, SttBtt 



6 5 
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jB«-tic»3Hbfc*»«iG p cRizmm^tcm^t, *mmG pcr fc^a-m 

i^K:j:oT*jm±lc»«bfe*»WGPCRK:iftMS-M:fc»^K:feW*, 1/ 

•fe^-s^-rs ttiisffi & sera u im? z$-y? - 

££te-£©i&£MVN5 3 So 3©/3-T^->£7U±L-#;W 

miz&^xit. p-T^—ytfeteL-Juv; */yt.$LftWG PCR £.<DM&& 
Z^ftZ-tt frit"?: (Dm.-k'&tbX. — y& fcttL J 

yynm&tZo 

[0 0 7 1] 

*nm<Dx? v -~y yxm<DMftm&mm* arizes a 

*1\ *»W©^^U-->^SsJC«V%«*»9!GPCRi:LTtt, ±ML 
fc;fc#g0£G PCR *©T&;m;m*l©%©T*&oT% J: 

cR*^m?z^mbm<nm^<bmmmfttfKmx&z> 0 ua>u met 
bm&<Dm$§i*A&tfffitoxmm%!z.k:frp>, -xz y-->^jcM^e>*i3 : k© 

tttli, ffl«^&M^T^iM$^cfc hSBfc©TGR7&£f;W@LT^£o 
[0 0 7 2] 

#$8UBGPCR&§SBrt&}c&, _hlB©^^M^e>tlS^ *^©DNA 



6 6 
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o *l§iGPCR&3-KtSDNA|r^^it«ciAU ^*ie>£$fr 
J: <#S3I£ ^DNAfr^$rMm^^^^-rs^dr^n^-r;i/^ 
lcM"fS^#^f#:3lg , ?>f (nuclear polyhedrosis virus; NPV) <D^iV^\ 

* ttu^xz^yzfu^-*-, \l h t:- hi/a y^n^e-*-, -tj-^ 
Mx.fi, JcM CNambi, p. if • -±jv - . yt-f Vij 

;i/"tr^Xh'J- (J. Biol. Chem.) ,267#,19555~19559H,1992^] iCgB^OD 

%«k^U lGPCRmmi^T%J:< 1 S&RGPCRmt 
*JWIiS©l»;iir^S:Mv^T ! bJ:v^ 
[0 0 7 3] 

BMMft& 7/1/5* fc: K, jft/l/vU >fc£Tm^ftl/T%J:v^ © 
*^*G P C R 2>mmt LTI±, IGPCR 

M##<#*;ft5W:£©££^e>o bTii, Potter-Elvehj 

(Kinematicaftjg) jBHratC£«ttfc 7 il'T'iOjffi 

b e>anjBS srinrv* y xjifr bmmts-&& 3 £ (c j: e> j&w 
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Sctf^fcUTji^&ti*. mz.\i* mmw®m*&m (5oor P m~3ooo 

r pm) T*m&1Bl CMW. *& 1 #~ 1 0#) 1AU JiKfft S & ICiffM (15 0 
00rpm~3 0 0 0 0 rpm) t«30^~2^MU # & *l £ Sfc» & 

##§I£G P C R &^1-*IH)lB^jRH#tf*<Z>SG P C R©S«, 1 »fi§fc y 
10 3 ~10 8 L<, 10 5 ~10 7 fr^-e$>&<Di$&mT* 

[0 0 7 4] 

-#;w$/>fc£;Wgv%&*is. «*.tf C 3 H] , C 1 2 5 IK C 14 C] , 

So 

JUfrWKifcJ:, i8-r^->^feliL-^;i/^ ^>ii*^GPCRa©»M 
Sr^b Z-lt&it&m&X ?V--yy*fi&oKU, £ f*»W G P C R £#W 
t***iflfittfcttj|Wlfi©JKlllf^S:, y-->^KMbfeAy 7r-»c»SH*S 
ii:tCj:y»GPCR«®S:||»|-r* 0 Ay7 7-fC», pH4~10 (S8* h 
<tipH6~8) ®'J>i;ty77-> hV 7s-m.MrtyyT-te£<D, j3-V 

6 8 ffilE^ 2003-3033967 



#2002—361580 



T?&fttf^T*lT?%,J:v\, ##MlftMl§r&®^2i*&gl&T\ CHAPS 

, Tween-,8 0™ ffl3>~ T b ^Xf±) , 5 s * * 2/ 3 1/ - h 

ft if ©#M?S4£8!I & A v y 7 — ££&c, zfU<rT-M\z 

iswt^^-^y^^ii^SB^PMSF, n>f/<^>, e- 

0.0 1 ml ~1 OmlCll/ty^-MiCs —^4 (5 0 0 
0 c pm~5 OOOOOcpm) 0lIlfej8-75->t fc«L-;*7;W 2/> 
SrSfeWU H^lCl 0~ 4 M~1 O" 1 0 M©tt»fil^<feS:*#S-ttS o 
aSr»#* (N SB) mfe»IC^ill|(0**»fi>^77->4feH:L-A^ 

y 2/>$r}&iix.feH/JS^3--^ : feMiS-r6= HiS&^o — sot;, a*u<«*&4 

»IKK:3S#*«ai*»ffi&IR#S/>^l/-S/a>*9>*--*fett r 
(NSB) *W<\&j}yyb (B 0 -NSB) SlOO%i:lfc^ mm&ffii!? 

* (b-nsb) m%.\*. s o%MTKte&&mb&<to&igffimmmij<D2b 

[0 0 7 5] 

0 -T ^ — > * tc It L - # Jl J i/ y £ G P C R t. cDM-irft SrSE-fb $ it £ 

<k-&mZxtn)--ytf?&±m<Dd) ~e) 0^&^lt5fc4?){:ii, 
. «GPCR$:M§lfflliSi»S r9*K>»jfitt, T-fe^;b 

t/ h u m^gsft® y >sMb, c - f o s © 

y-->^ r S:ff3&'5^C&feoTttlSr%oT«fPJas«^fife«&V^tt 
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#2 0 0 2 — 3 6 1 5 8 0 

§. 

mmmmm®. zwm t t * ? u - - > ^ e> jc mm^^m gpcr 
*mmbtmmtfi&mx*2b&o *m%GPCRzmmLfrMMthxiz. jtj&m 
<D*mmop c r zmmm. ±ib<z)MI;lm©mg pcr vr^mm 

$m&mm. mmm^m, mmmmrn. mmmmmmm^^m^^n. 

Z.ftbfc&mteffiMte<titmX'$>^ X =fc J: U &&©fti§r#n?& o T =fo <fc v% 0 

itiS%)tfT3-Z. h^T:/*^-* hT'&£2>Hi, i:iBLfc:fc#&BJ!GPCR}C;*f 
[0 0 7 6] 

^#ftfett^-CD^©^^y-^>^Mdr^ Mi, ^^GPCR. ttSmGP 
C R fc-^irslBfl^ £ £«#3§I£G P C R S:^1-SlHSS<Z)CT^&#^~rS 

l> ~->^M3ry h©Milbtit &©%><Z)#ptf p,^. 
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Hanks' Balanced Salt Solution iZ, 0.0 5 %<D V */MmT)V 

7LS0.4 5 n m<D7 4 )\,$-~T:mi&mm\s, 4TCt«t5^ &5VM£fl§ 
b) ^^GPCRMS 

*$&mGPCR*$bmz-&fccHomm*. 1 2^u~hiz5x 1 o 5 my 

TCTiffSU 3 71C, 5%C0 2 , 9 5%airf2HMbfc%0„ 

^©C 3 H] > C 1 2 5 1 3 . C 14 C). C 3 5 S3 **T?MOfe*- 
77->^fc}iL -ii)\>J vy 

d) ^-77->tfe(iL-^;v;i/>^i 

) Sr^frPB SI? 1 mMt&S <fce>&C?gfl?U -2 0t;t^m o 
[0 0 7 7] 

2. mmm 

a) 1 2^1M^#ffi^b- hfCT^#bfe^^GPCR^CHOMS: 

. I^MWlmlt2»ifct, 4 9 o # 1 OMfeMMffimz&'Xlzin 

b) io~ 3 ~io _1 °M<Dm,m^mmw.^^ fi iimxr^ mme-r^ 

— y$.feteL-%j]/;i/y%:5 i u,llMx.s m^lZT 1 B#H5M/S£1*& 0 ^#Mlft 
^M^^^fefetC^M^^OD^ytC 1 0 ~ 3 M(D0-7^-ytfr1,ZL 

UMVtfyF%0.2N NaOH-l%SDSt^)|U 4ml(5|#J/^ 

iffif^U Percent Maximum Binding ( PMB ) %?k<D : R'V&1b&o 
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PMB= [ (B-NSB) / (B 0 -N.SB) ] X100 
PMB : Percent Maximum Binding 

NSB : Non-specific Binding 
B 0 : 

[0 0 7 8] 

cRKtt^zT^-xh) . (n) mmmmm$L*mhte^fc&!®) (^t>\p% 

3 <D T\ |8 -T 9 — > * tt L - % J 5/ > £ £3S?£I£ fC j£ CT^t'^ 

^-77->*fe}iL-*;W */>fc#||^G PCRfc©!^* S/ft 
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# 



- # ;i/ y 2/ > <D£.m&& * nm-t s fe & ©gc^Tfffi^tefc i: i> t mm n % s 

Q 

V \ T # ft £ G P C R KM •* 2> T h * It it® p -T 5 - > £ £ 

L - ij JV J V y £. *$&m G P C R £ <Dffiis± £ & * tc It * <D&. \t. 

mx.&, mx&m* mmm^m. mmmm. mm>mm. tizwimm. fc&m 

W*, ffitt (/MB) JfcJft, gtt*ltft*lu fiMUfcttl*** OTWft^ 

®a$#«) , cm • mmmm^ti^0m<Dm^.mm, * 

So 

[0 0 7 9] 
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frffl. v-f 2n%z?iz)]sffl&}£ t triple, &£v^7K*>l< &^*ia^.<z> 

£ o 3 *i feKSff tc W § ^J&fr* 3 *i £fSH<Z>jg^ 6 *i « J: 

(DffimMZ&ti^mm. (mx.it. D-y;i/t?h-;K D- $frffc^ 

, #y r/m-/l/ (&U 7u¥ l/ytfv zr-;b, >ft U > ^ U 
, *-f*>ttlHf»e«! («* 3Jf'JVM-h8 0™, HCO-5 0 

[0 0 8 0] 
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sfc, ±ffig&w\ w*.\*. MffiM (w?uz. vymm.mmm. wmi-bvv 

3tf (Mid :7xy~;i,&£) , ^-fbl^ih^if £SE-£b 

tfr#J (Mid 7^K 7 9^, ty*;, >f*, if- 

(6 OkgfcLT) {CfeVATli, -0(Ct)i^O.l~lOOm 
g, #*L<tt»l. 0~50mg. «fcy»*L<tt*&l. 0~20mgt*S 

mmm- (6 0 k g^tt) JCfcV^Ttt, — 0fCo£jffrO. 0 1-3 OmglE 
S : *L/<ti*&0. l~2 0mgIE «fc»J#* 0 l~10mggll: 

MR&l*£J:yia#^5©#0f^T*&£ o m&mys amis *>> eokg^&y 

[0 0 8 1] 

J^^fe^S*^GPCROS&^fcSii:S^#©x^ U-->^k:MVnS3 
(i) htffljftfe0a> jfett, b) mfe&m^ c) U&tttt 
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(n) *^»g p c r & «it 5f tiiiM&ii i fct, ffls&mm&zm 

(iii) MtlLlf#f©a) b) c) Bl^^^^llUfcTO 

(iv) mgp CR& zsmirzmMmmfamitwK iiLf^. ftmm&mz 

[0 0 8 2] 

(i) lES&S^te^B^T^fc: NttSJMb (Mifl vtfx, 9vK ^ 
tyj?, 9*/, >fs, j:UM69(C}ii*7>3/h 

, be^v^x, mmmfcw*?. mm^vx&£) izmlt. mm m 
, smc*m/x, t^i/a^, mm. -guMb 

> b'JN>X100™, *;>f->2 0™!8sif) &£&Mv\ £&K:3fr&#tt 
•*> 3tii> # 9 A ^ if CD & m V > T 3MHB:8- & 1# 5 . 

KE*«#<***lSHr^©3:i:S:V^ 0 LTtt, Potter-Elvehj 
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0^ #2002-361580 
(Kinematica*±§g) ffi. SC J: § 7 l/>^^l/x*if*eilIJEE 

jiWicD^iricM:, ^aat^^tt^^tt^nat^itt^^ ^ cd^&^k: * sa-H 

8c#££:LTMV^;flS 0 «^Ltf, fflTJ&&#?g&<fl£& (500rpm~3000 
r pm) "eM^W (MS, 0#) 3g,frU _t?ii£2 £>&CiSii (15 0 

O0rpm~30000rpm) T'if 3 0 #~ 2 U #6>tl§efcM& 

o 

(ii) *^gp cR*&m*zm$immfa*±m<z>j$mKm\i^mL, mm 

»H^lc^tis*l8flGPCR&gIf«c:i:^t5. 

[0 0 8 3] 

XM/^^if&#^S-^^M (3 0^ltf~2 4^|@tSf, #i;t,<«3 O^ffif 
~12 J: y L < 1 «fW«8r~ 6 B»m«Sr) t,l< tt-£l$|B!& ( 3 0 

b<lilH^~2 4!||St) , IH»lJ«K:fe»**»reGPCR©*S:JfeJI'r* 

^fcJcfcyfTfc^rfctfTfS, 

2 0t~3Ht) , j»IiiaiRK:feWS*»^GPCR©*&jg*-r*cii:K:j:yff 
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#2002-361580 ^ 

(iii) sEig&zwmB^jv&t hm%mm v?*, k 

tfif3r, t^*;, *n % 4*. Vfrft^ J:»J^#»K:i4a*5*; 

K HB^&Vtf;*, SMfaMbtfi^ ffiS5Ttf;*fciO JC*fLT, (MAS*, 

tf, S*^M/X, ttJ/ay'^ 9!Hg, &£&-£;t, -JfeB&Kifcift 

Lfc^lc, jfit«, &£W;»je©iK» JS5, IffK , 

Srflftffl-r £ Zl h ftl* £ £ 0 

( i v) ^iGPCR^fS 7£ JC ^MVNTIsf^CD^^SrtSd^ 

[0 0 8 4] . 

(i. (-f) «HJ»ttK:feWS*5IWGPCR©*&iiinS-&«ifcK:j:y % #3§0J| 

GPCR&^-rs0jtt«r*nses:J»gftsii:*fi;^%, (n) «jfiiii(c£^«^ 

IDJ^miC fe^S G P C R £*t#tl c5i±-5 3. £ &C<fc y ., #H WJilfcM'ffi £ 
*SftS**-fb^l*, *»9!GPCR©«||B^jcBiat"f S^Jftfc^ffS^T? 
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s«r, ta^a,, 4>#ft, w^me, ^i&^jg, nffi^ 

Z> 0 Se>tc, *«WGPCR©J|S:i!IJ|it-*-fb^*fett^©l6H:, JKifii«i*$ 

, Ktt (/jn^) fttt*flift& *fijfii*Rt*, m$mmm. mmft&it 

ft, #^tt^!ft3E> JffmM£MtiCft;ft. WlfcNBSSttft, fl^&ft (*§t*s 
ft TOP**) , ffilfelfejtft (M-^®H»$:#tf-eoDfES(3D^ffi^«, ^-CDfl&CD 

Hft, e>o^ utra®. H5it#wi^w> «jfiijBE, HMtm. mmm*. 

«3W^JitcS#S ti*#ffiffl*^MTfaflli- * i £ K: J: oT983S-r * r t 
[0 0 8 5] 
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hu^Aftif) <fcif*««v^6*i, mm*mmwmm. T^n-;i/ 

x#y-;iO , 7ffUr;ni-;i/ («, ^nn'i/v^y jjfyxf 
n-jv) , #^>4£#w*SffiM (M> jKU v;i//<- h 8 o ™, HCO- 5 o 

£fc> JfclHHKf • filAK, (MiH y^mUMrifc TO 

7yh, vtfx, ^if^ fc^S?, *zr, -f^. 

Pfi#©*^, -«ttic«*.tf, ftttdHSMMfrf (SOkgtlt) JCfc^Ttt 
, -0lCotiO.l~l OOmg, L < teffi 1 . 0^50mg, iUif* 



2003-3033967 



#2002-361580 

*t#&9ftA# (6 0kg£LT) JCfcv^t*. -EUC 
o£,ftj0. 0 1~3 0mggE ^KiiiO. l~2 0mg!E *yjf* 
b<tt^j0. 1-1 Omgg i KS#i|R^#K:J:»;a#'rfi(0«««F»^*S. fffi 
©•MfcKDtfr&Su 6 0 k g^fcy &c^3t^fc*&©#1-£r £#t*££„ 
[0 0 8 6] 

(7) ^^GPCRtcMt-S^^^bT^S^ 
^^GPCRiC*ft-<5^©*jm?SS^«, ^GPCRODgB^-f 

mGPCR(Z)S5-^1--g>i/^;i/^^ «iH IGPCRm SttUftttf 
m^tt 79*K>11E 7tf;i/3>J>», tt^Ca 2+ Ii 

ttl^IBI© U c - f o s ommt, P H©(£T*H 

KGPCR©jg»^«iifK:jaH"r-B«S« (MAfl sa»«Mg^m, 

[0 0 8 7] 

(8) &#&m<Z>T> ; ?'teyXDNA*:<g%iVTtjt2>mM 
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[0 0 8 8] 

(9) #3^©DNA#Aa&<fe©fNte 

[1] *^i©MftD N A * fett^ ©IMD N A t M@fLMJ> 

C3) ^y«®^7^^*fett7yM^5f (2) £*g(Z)ft&. fcJ:tf 
[4] *»«!©^3KttDNA*fett-eCD35MDNA&^U IfffLl^Cfc V%T 

«^ttDNAtfc[i-e®fMDNA^f§#b: hPff?Lifr% (JWT. 

> mmm. v-f ?n>f >^x?S/3>&, yt-^-r invxym, DEAE-f^p 

ia&fc't**»w©^*ttDNA&«^u flutf**, mmmm&ZKfflm? %> 
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#2 002 — 361 580 



BL/6m D'BA2 3ftjRfc£, »tlt, B 6 C 3 F j BDF 1 
MR, B6D2F i m BALB/cm ICR^if) Sk&^yh ( 
Will Wistar, S Dfc£) LV^ 

[0 0 8 9] 

> ^sEM^if) ^cfc*©, MfomKiz. i&m<Dmu> xm. m<DM.m^<p 

1B|j|3&if««^CfebNA«sif^fflV>&*l, Sfc, M^DNA%#^tl§ 0 

IMfDNAtttft Mf**MGPCRS:M§t5DNA^U 
MA. , IE?t &##gBJ! G P C R <£$5fg £ Mf^S GPCR&M^tSDNA^ 

oT&, MDNA&IJW^"e|§^$-are>S^'n ; E-^--<DTM{C^LfeDN 
A 3>x b a LTMv>50^-jRi:^Tf »5. MA ^iCDbhD 

n a *wM'£i£z>m&, znummfctfrn ^*$&m<D dna &#®nf aw 

if) fe^ODNASr^Jg^-tirej^^a^n^-^-CDT^lc, *^^CDbhDN 
A^bfcDNAn>^h7^h (M> S:*f*l©JLI&<fe©Sf* 

©DNA £^3§JEg1-£ D N A«#Ht3Ltt4&8:fm'*<5 ^ £ £ § 0 
[0 0 9 0] 
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• 



4f 2 00 2-361580 



#J. T^^-f;^^, -tM F*#n ^n-'Mi^^fM, jc 

if, Jfit/h«fi*^0^/S, ^T7f>Kl , K10£J:tfK14. n^-^fyi 
Ifeiaflll, t-f ^ 'J >y ^ AMPt#gaf dft-f 18 IiJ-^rL->y K 5> 

^i/-fe^^-^nsy>^^— if (-l^iCT i e 2 im&^ti-s) . f-by 

i7A^jU 7A7t; ^>>3 y >^fb|Pig (N a, K — AT P a s e) , ZL^-U 

MSit ;* #n^tf-*-f > I £J:t>*i I A. *#a^n^^-i?i 
ffl«>f>t^-, MHC^5^IiI (H-2L) , H-ras, F 

-rt^ye-ykwumm. ^m^j^^y^-^f (tpo) , ^r^mm-sk 

m^lct (E F — 1 a ) , QTZ^y. a £ J: t£ 0 ^ ^* i/>M, 

l£«ktF2, ^XU^S^M^S. ^P^D^U>, Thy-1, ^^D^U 

>> H^or^glS (VNP), M75D^KP3>3K-^>b, 5^-^*ntf>, 

f'fh^^n7>f;i/77n : E-^- tl F^M^H^ 1 a (EF-la 

) CD^n^E-*-. t Ffccfctf-r? y p 7#^y7u : Z-&-&}£tf&mT'$> 

So 
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v\*£fc#T?£, &£V<iz, i/sryy-i ;i/^®sv4 o#-**#-&£# 

[0 0 9 1] 

S/s/^S/^/i/, x*y/\y-&-ffi&. MCDNA©-f > hn>©-H»fc£& 
JE#:M:§MGPCR©«SRfg#tt, t: h*fett#attK,»4& (Mill tf-fr 
9U-*»;^yADNA©^Tfe«v^i-aji:LT, ajfcfctjffW, WH, ¥^J® 

#Bfl§> 3®il#^ISfi5KRNA<l:y^or)^{cj:y|i|g3tlfcffiMDNA&M^ 

•£»#mhjb&®p&»c £ w s *nn©Mtt d n a (t, Mmm%mm(DBi^ 
ms&& «fc twists© -t^r ic#^-t s a e> tca^s dn A«g^ifecD^m«& 

*^i©»D N A^f § 1 1 it ffstfUB«<Z>& 
fttf^T, *©12^affJtefe«ktJf#||irjffi©^rK*»W©^ttDNA&#^ 
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mwimoB^mm^is ^x^m^mm d n a s z. t &m 

Mizm? S3tlf*t6 0 *l§B^<D^'f4DNA$:^wev^^3(Da©i^^%© 

o 

Q>mm* *mtz> zzk&v t^tcD^i^iDN a -kmrnizm-t % £ e> 

[0 0 9 2] 

#2&l£<DiESDNA£;£i-3#fc: httMMfetiU *!§^(Z)iESDNA^^ 

^^titfey, ^^©iE^DNAoatg^fgii'rsitic.fcy^^ic^ig 

HGPCRffl illl/LitS £ $&mir 5rt^»J, ^ © ^ffi ^ *rtoWl® £ h X mm 

tsrt^ts. Mill xftmosEignN Am®W}®*m^x, rnsmGP 

fjDNA&S*t#^Sifc&tt®bTRDNA#^»ftilbTfflS©«SW* 

^h7^Mt asoDNAx^es^CcfcoTf^si-rsrii^s*. sew* 

<bmm<D£xi l z&&?&£oKm$iiZft&. dn A$m&.<Dftmwi®<Dmwmm 

mb&&& &fomm<D£x K*&m<Dmi$D n a ^tsr ^ & an** <&. ^« 
®^*ttDNAS:s»t'«8v>«i©a©a&*©-?»i±, *<Dtmmmi$*&{*mm 
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0 #2002-361580 ^ 

[0 0 9 3] 

§-&e.titfi i J, pwb^ies d n a (Dmm & m. w-t & z. t k £ y fc##§ 
g p c Romm^&'&M^j&M t&s-t^y, ■* ©swa^/HMfe tut 

qjGPCR©««^Sttffl^ffiK:feW**iil9l©**GPCRJCJ:*iE*GP 
CROflMBH* (dominant negative^) t:flpljB*t5=E , 5 s /l'fcfcS. 

c RtD^^^^-rs r h^e>, *^0iG p c Roatt^flitta^iiSftK:** 
±sa2a»<z>*«w©DNA«^»i&(z>-e©*Bof'JM^rffi , f£i:bT, m 

©^BJ!© D N Ajf£^Mf©iTO#© DNA=feb<ttRNA fctfttS^tf 
*fettDNACj:»J»«Snfe*»KGPCR%Mt*ii:»^^ «§E$!G 

p c Ric j: y mmmzmLUb z> ^ it^mtt z*$&w gpcr a ammmz^ v^ 
®±ma>mmmm & m v> & z t. k & & mmnmm * * e> &si#j© * * u 

^BJODNA^l&^fSrfflVNT, *&WG P C R^flMB^tSffiS^ 
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ft<Dtim&& z&m^x* m%jT*&&&mmBmmm<Dx* v -~ 

H£©^5fc<ffiDNA2gJg/<?#-£jEv^ *^GPCR*«B§3t , r«^J&©DN 
[0 0 9 4] 

do) j vtrt; vmm 

[13 ##rc©DNA#*rattft3*lfc#fc httAffttKfMni& 

[2] 8tDNA#U3K-*Hftfc^ («, *j©®fti£<2j3-#^? h>>#--1f3i 

[73 rdna^i/jk-*-»€? («, ±mm&&a>e-jtf?9 bz/#-nm 



8 8 
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C9] >?>«lfr»^tf;*^&Sfl [8] 3KfB«<D#t MitlL®#l> &£T$. 

* £ «PW^ 3 fbl» £ t=. ©f&© x * y - - > £ - 

fg&IWr&2>\ % b < ttf DN A^3 - Kbt^5*MG P C RC!)?SftS:ll 
««f tC3R^ $ -ft* 2 £ tc <k y , D N A ^HjR»(C^« G P C R CD3§3ifg & ^ S 

^j&y#£"f e> t^y> :/n^-#-&&^&x^y>©afg&i$ii-r£^£&c 

[0 0 9 5] 

NAME S«flStfcW^(Z); 'y^T^hESMtUfBtS) 

U ^©x*y:/®#fc:*:frv>f 5/ A^^nY^fi/^ittW 

K cat (^D7A7i-3-;i/7tf^I/ h ^ y ^> 7 :n 9 - ifitfc^-) fc-ft^ 

&sv^±x* yyra©>f :/ ha >^icM^©^S:^3^sdna@b^J ( 
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#2 0 0 2 — 3 6 1 5 8 0 
J&T*££ < ^ i: tC <fc o T\ jg^WJcatte-?- S * 3 &C#i§b£: D N A 

-5 £ i: k: -fc y r £ jb^# 5. 

nsfcKaufma©^tc2iDTiTb<tfitbfe%<0T* : fe J:Vn 0 ^^©ES 

KflHfctfttoSy bTV^V^15\ ^ tlCf^fe^M^T'^^iC^^W^ 
mbfrteE SMm*nL&-t2>te£<OEf®~effl%.& C 5 7 B L/67^C 5 
7 B L/6©!8IPBt©^fc3«:DB A/ 2 £©3c$tlC J: *J Bfc^bfc B D F x V? 
X (C 5 7 B L/6 ilDB A/2 il(7)F x ) &&V>Tlif:s£.bfc%<Z> 

{C#D;LT, C5 7BL/679^&ff}Ctoffit*, CUftfeJBv^fc&JnfeE S 
MSS^M^^^^^^^mbfeil^. C 5 7 BL/6 V^XilA^^^nX 
t5d fc^toat-feWIHtSrC 5 7 B L/ 6 v?;Uc<ftx.&r £#«f IB 

S 3 tl ic 8 & b J£fij9& * T?«* b T £ ^ S 3 £ IC <fc U ^ 

Ki%T»ss«»^<jiii«cD¥!iaaifefj«s , 5i4:^a*bv^ 

[0 0 9 6] 



2003-3033967 



# 



#2002—361580 



%JMK&tf Z> E S &-fe 1/ * >> a > £iia<Z>mraf & z>Zt tf*!MX' 

hLit& jEmmm («*.«, 2 

«, STomm&fflffia&Stemmteyj -#-MM±x-l i f (i-iooo 

OU/ml) #«TJC«K^f^**#W (^^b<ii, 5%«ift^, 9 5%^t 
5 5 %m.WL3tX> 9 0 %^) T'$J 3 7 "C T^#f -5 & £(D-%mX> 

*g#U »-ftB£iCfc}\ #J^.«, h'J^^y/EDTAM (If 0.001-0. 
5%h'J^»/0.1~5mM EDTA, L/ < &m 0 . 1 % h V zf*/V/ 
ImM EDTA) ^iCi^IMU fKfcC#jft Lfe? * - ^HWJKLtK: 

*<Z>#-f ^(DmMfc&fciili&Z.ZL'tfTZffiT'&V (K.'J.'EvansJfcttt. H. Kaufm 
an, *.f^- (Nature) H292#, 154K> 1981*£ ; G. R. Martin zfuts-'r 
■i ytfx • -tzf • i-i/aj-jl • T#5^ - • - y-4*.y* • rL-x^^i- ( 
Proc. Natl. Acad. Sci. U.S.A.) H78^, 7634H, 1981^ ; T. C. Doetschman 
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7*UV-, «87#, 1985#] , 2fc|§^® E SlBflg$:^Mb$i±T#^tt-5 

*&®<x> d n Amm^±mm\z. jyvhuK-&v& GPCRtfe 

[0 0 9 7] 

#3§I5!©DNA2>V v try*} Y^tzMm%. *»DNA±tfc!«©i£ 
•^©DNAig^rj^^n-^hL^^if >A>f :/'J #>f i?- 2/ H>*Mfr*fctt# - 

V ^ ^ fi^CO*|§^ <Z> D N A &>ft<b&Bmm<D D N A »J £ & ^ 9 -f V - £ L 
*fi^»W*E»*.lc*y* *«W©DNA3fiiS^?Stt^S*ifeJlWa«cS:^ 

Ilfe*»DNAJiS%oi|gi:0Mf^e)«§tl5^^7i!|T^S. 
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#20 0 2-3 615 80 



[0 0 9 8] 

St^JS-ffc DNA CD-fit* "T 5fll&l£CQtfrif£j Sr-Sffi-T * £ £ IC <fc y . g^lStt D N A £ 

^§t*nft5iiiK:j: yawswtc^s ^^nif^rdr- vmm<r> 

sights mm®* tji t y #s ©t% i n & 

[0 0 9 9] 

(10 a) *««§©DNA(Z)^«^>tR«*s^K:jeH , rs^K:*fbr^!K ' 
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m.v> x ? u - - > & * . 

[0 10 0] 

»»«!©±ffi^Jft^^*& 1 0 %J^_h, ^Kli»3 0 %£<_h> J: y h < 

(M^ii ^^s, ^*at, usse, mmm-m. mmmwm. mm. fe&m. 
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, ]»jfe#B* IKffi (/ME) ffr*§t> *tt=MMM<U ^ififiif B?*> 
tfanmjW*bv\, £<z>*aifc*&£bT», &&& («*.«, u> 

fcfcniiL» (Miil 7>yh, vtfx. 'B^vK #*3f, tyt?, V 

ta-£2£Su h&£*c£ 

^5USA# (6 0 k gtLT) iC^VNTii. —BK-D^mo . l~100mg, 
«F*b<«»l. 0~50mg, *yjf*b<ttJl&l. 0~2 0mgtfe5. # 

#(6 0 kgillt) K&^Tfo. -BtC^t^O. 0 1 — 3 OrnggE 



ffiliEiff 2 0 0 3-3 



#2002—36 1580 ^ 
b <«*&<>. l~20mgfE J: 1-1 OmglI5:iI 

[0 10 1] 

(1 Ob) ^WCDDNAtC^-B^n^-^-CDfStt&ffiJi^fettiaiF-rSfll 

V3K-dt-*^©^&tftffii-s^i:&W : »iii****W<z>DNAK:#'rs^ 

bT«, |^Lfe*»W©DNA»«^*llbW?Ue*<0*Tf%, #2)!BJ3<Z)D 
NAtfUjK-^Hft^&aM/t&^fcfcJ: y^Mffi^Stl, KU5K-*-3»e 

1/ jK- b Tit, tfTfii:W#©%»©#J5v*&*u G-U^V 

(lacZ), BT^ffir^^U 7*X-7T^--^it^^fe»;V^7 

*^<0DNA%l/jK-*-»e : ? , X**iftSnfe*»W<Z)DNA«^5f:^tl 
ffiTJC^fc'tSCDT?, l/JK-^-ate^n- Ki-<B«K©»33I«: h V-^t5 

7^ h (lacZ) TJfi&bTV***^ *^|GPCR 

a tlot> Mill 5-^n^-4-^an-3--f>KU;i/-/3-^^^ htr 

(x-g a i) <D£?&e-tf5>7 hss#—&<D&n£&&t%m*m^ 

9 6 2003-3033967 
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Wl^^r^ftFfe^i^U y>flfettff£39*tM (PBS) T*tfe 
X-ga 1 &^tf^^T% ^Mtfe«3 7"C#3£T% j»3 O^Vtl 
BfRTO&S-tffc^ ffl«*HmM EDTA/PB SMt'Mt^rfclC 

it&lCt£V\ lac Z KfSmRNASrMbttiiV^ 

vn„ rcD^mhbr^, hi u>Bfc 

, &sv%&**im (.mz.it. mm. =m •?u\z*yn, -y 

[0102] 

'sfc^WGPCRCD^&ffiJiU «GPCR©t»IBS:iE5i , r«Clfc* c *CS«©*e 

#*8tJ!GPCR©3&3i«:|fiWU ^GPCR<«tl&IM-t£z:£:#T*££tf>^ 
, 00*. tf, *«WGPCR©^5a#tW3tt-«3Km*^©^BSr- *&«SI«s^© 

*»^GPCR©«ffi^K:BB3i , tS!S5*i:bTtt. «*.«, *3fc£, *IRffi 
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& ikmm wm&mst&* mm.mm. m^m. m^n, 3ttttfe£M& 
mstmmm. wm mofimmm* mmm.mmm, mmmm. m 

*»HGPCRCD5Mir»3»KjaH-r««*4:bTa:, shac^hs* 
, tin, gant^m^ mstm. mmmm> rnmm*. mk 

[0103] 

S±Dff?LIfr^ (MiH t^x, ^i/^yK W*r, fc*y*;, ^ 

K^ft*fej±-f©*©ia#*tt, *f^s, te#;i/~ bttztc.* 

fis-#*&ftptt#+«»^, -mmKWju*. mn^mmmm- (eokgtiT 

) &C&V%T&, -HlCo§|&0.1~10 0mg, #*l/<tt#&l. 0~50m 
g, «fcy»*L<tt*Sri. 0~2 0mgT~&3„ #lPKfi:g^t§f^(t -e 

a»ffl©#T! «f«r#3fi»Jft# (SOkgiU) JC&^ 

T«> -HJCO^^O. 0 1~3 0mg|E ^b<|^0. l~20mgl 
«ky#*l,<tt*&0. 1-1 0mgHS:iM|f{:«J:'Jt#tS©^fI 

i&omm&M&b, 6 o k gifcytciittfct^tsr^^ 
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#2 0 0 2 — 3 6 1 5 8 0 ^ 

> ^ -r & & t m m t? & y , &$&m <j> d n a &m^-& k m s -r s © 

*MGPCRffl^n=E-^-Ii5:Mt§DNA^oT, ^CDT 
Sf£&cg*©#:/A*£zi- Ff-Sjfite^&a&teU ^*i£g^©#i?»^c&AL 

[0 10 4] 

UPAC— IUB Commission on Biochemical Nomenclature {C J; § § 



DNA 


: ttapt/v mmm 


c DN A 




A 




T 


: t^y 


G 




C 


: ^ bt/y 


RNA 


: U>fr« 


mRN A 




d ATP 


: t^^T-tV t'i'H'J y 


dTTP 


: r^i'f^^H'J >^ 


d GT P 


: >f 7 J i/y^v y 


d CT P 


: T**ri/*/Wy^V ym 


ATP 
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EDTA : SL^lsyPT $>mWM 

SDS : F5 s */JUmm±hV*2* 

[0 10 5] 





• >5f U *V V 


Ala 


• V ^9 ~* V 

• f — ^ 


V d ± 


• 7"? I) "V 


T on 
L c Li 




T 1 p 
J. J. c 


• -T s ui n z/ *s 


Q o T» 

O c 1 




T In r> 
X IX X 


• >\ iy yj — v-/ 




• ^-A^r^r *-y 


lvx t? l 


• -a y — 


u 1 U 


• y yu^ ^ y^ 






T T7 C 

l y s 


: V y 


A T» <T 


• 11 y ~t!T — > y 


in i s 


: c>sTy y 


rue 


: 3/ 3i — jv r*z? — ^ 


J. y r 


« Tuyy 


x r p 


• h 7 h 7 7 ✓ 


ir r o 


• W n 1 1 ** y 

: 7 0 1/^ 


/\ s n 




G 1 ii 




p G 1 u 


: tfn^;i/^ ^ >^ 






Me 




E t 


: 


B u 


: 


Ph 
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:fri/Uy^-4 (R) -iJJly^^-V^ FS 



[0 10 6] 



T o s 
CHO 
B z 1 



Cl 2 Bzl 

Bom 

Z 

C 1 -Z 
Br-Z. 
B o c 
DNP 
Trt 
Bum 
F m o c 
HOB t 
HOOB t 

HO N B 
DCC 



: 2, 6-^^nn^>^;i/ 

2 - # U WOPM* 

3 ,4 -pn Fa- 3 -k Fn^i/-4-^-dpy- 
1 ,2 ,3-^>i/h!J7J?> 

l - 1: K n 3f 2/ -5- j ;v jv * y -2 , 3- *? # ;i/ * ^ -f 



^ F 



[0 10 7] 
IB#[## : 1 

:&2&0J!<Z)^y M£&rCB7T084£n- F^ c DN A©^@E#[&S1-. 

m^m-^r : 2 
m&m-% : 3 
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&mm<Dt hSBfcTGR7£:i- § c D N Ao&mmwz&'t. 
*$&m<D fc: h fi^TGR70D T ^ ^ MEW fta***. 

m6M2*CfflV^fcTGR7M^9>fT-©iftagBB^J&* , r. 
SB?!l## : 6 

USSflf 2 ^ £ T G R 7 M Zf 4 V - ©maiH^J fc^fT = 
S2^J## : 7 

HiSM 2t-Mv^TGR7M^n- ^CDftSK^ff . 

®^J## : 8 

mnrnzx-m^tcr cb 7to 8 4#^>f^-©&SKi#j<s:3rro 

gg#|## : 9 . 

^KSM2-ejSVAfc r CB 7T0 8 4 Mzfyj V-CD^afiBB^JS:*^*. 
»J## : 1 0 

HI«2tM^fcrCB 7T0 8 4M^n-^©tS^J^t 0 
[0 10 8] 

- • tru--y>f (Molecular cloning) JC|B«S*lTV%S*SK:t5!ofc. 
[0 10 9] 

imnW 1 ] rCB7T084fc «£ tfTGR7SC;*ff -5 j8 0*9 — >0>HlSfE0>«« 
CH0-Kl^|S^tt % 4*fCflB«^V>|SyiOX qrB'Alkm (Invitrogen) S^tfAA 
F-12igife (Invitrogen) &MV*T*8aibfc. h7>X7i^i/a > ftf B fC 

10cm 2 fefc»j4.5xl0 5 M©$ffl^&#^, 5% COgiglgKlWSg;* fife C0 2 igii#§jCT37 
r;-ei5^^JSA±^#Lfea h?^^?!^ S/a >ttLipofectamine^^ (Invitro 
gen) $rJfV\ tt*aS-ftfCD*iSK:i|Sl5Ttftf^S:sffofe n ig#St*C6-well:/ h 

, tl^tl JCOpt i-MEMfgifc (Invitrogen) £100 # 1#& I, fe 0 ^IC )^1j(D^=l 
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-^mm^PX-ZlfiE. t)e)^^{CLipofectamine^$:6^1^II^ M# 

?>^7x^i/a>MlMt &£frC&Opti-MEM*g;%£M^Tift#bfcCHO- 
KimtC»^ G0 2 ^#^JCT6^r^#bfe o PBS (Invitro 

gen) fcffiV^!; 0.05% h U */ > • EDTA*t?& (Invitrogen) £M 

fcy5xlO%©;ffl0&#^i;4T,£ <fc-MC«*U Black walled 96-well plate (Cos 
tar) fcm&fc*;200MlTo4H3:iL C0 2 *»^CT-lf&Jgiibfco _hfah^> 

^7x^f3 >^#^ct -mmcgmfo zmm l fccm-nmmiz&mwtMk*)' y zf 

JVZWlML, Z.®^<DmMft3}}V*/i?2*mm.(DMW}%:FLIPR (Molecular Device 

. &>T<DMmmifmLfeo *1\ iii#§JC£^&f|iFluo-3AM (DOJIN) 

& Z> v^SFLIPRT yteiZftS vtMlzmtifc IrglttS (DT y i?-f A y 
77-S:Mlfc. HBSS (Invitrogen) lOOOmljClM HEPES (pH7. 4) (DOJIN) 2 
QtolZtUTLfcmm (HT, HBSS'/HEPES^M) iC ^D^^ % > K(Sigma)710mg§rlN 
NaOH 5mlKmm^biZEBSS/EEPESmm5ml^lJDA.m^h^mmi0ml^mUL > 
Z\(D^WLltT*J*.jAv'7T-il Lfeo #acFluo-3AM 50#g£21#l DMSO (DOJI 
N) izmMl*. $£>JC^4©20% 7)lUym (Molecular Device) %Mx.U&%k 
. 105^1©4 ; ^iai&»^^*Ufel0.6ml©Ty'fe-f A>y 7T-{C*n^., S3tfi* 

MVNT^L/felfe, FLIPRfCizy Mfe„ * fe, ^^^CHO-KljmflgtC^JUf 
*S*»^>^»Tyfe>f^y "7r-S:fl|V^TWS8U, ITO&CFLIPRiC-fe y hb 

*y v &mm<DmW}*m%. v e-r^—y $:io" 4 m~io~ 5 mjd^ tct^iz. 

5*; MCB7T084fci:tJ^CDH hM©TGR7&^t*SCH0-Kl»^##Ml®K:/S^ ( 
-©»&^ALfcCHO-Kl$Bj^T*&, d© J: 3 &/S^&J2, b^^o fe. -f&fr^ 
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, rCB7T084£ «fc CO H b M©TGR7© U K ~T £ ftPM 

[0 110] 

C##M1] r CB 7T0 8 4feJ:t^TGR7©^|^^^-0D^ 

rCB7T0 84gJ:tJtTGR7S:3 - KtSDN Ai^Sf ti^, WO 2 
000/205801 fcitfWO 2001/8374 8 {CfHS<Z)^^^o T ^ 
n->U #64xfeDNA»f^&pAKKO- 1 lM^^-OSal IfiP&fc 
S p e IMCIAU -etl^©^^^* 
[0 111] 

[H5&M2] RT-PCR}CJ;STGR7mRNA0t: h K:fcttS}JHlli#*a>*ft 

mmt&Z c DNAJCtt, fc: h#llifi^©p o 1 yA+RNA (^uy^r 

^5>f7- 5S»«^»*fc USuperScriptll &«k^B% (GIB 
CO BRLft) £JgV\ ^#07^a7;KCtoT4 2t;t«S:fi^, R/£ 
^T^{C3i^y-;btfcMbT 100/tl fC«F#Lfe. RT-PCRttSe que 
nee Detection System Prism 7700 (PE B 
iosystemstt) fcjgv^ ifMBfctfeffi©fctf>©:79>f V- t It 5 * -G 
GCTTTCGAATGCACAGGAA — 3' (1B#I## : 5 ) , 5' -CG 
T G G A A G C C ATGCTGAAG — 3' (gB#|## : 6) £<fctfTaqMa 
n probe£LT5' - (Fam) -TTCTGCATCTATATCCT 
CAACCTGGCGG— (Tamra) - 3' (|g^J## : 7) 
RT-PCRSf&IiiTaqMan Universal PCR Maste 
r Mix (PE Biosystemsfcfc) 12. 5 /i 1 IC, -^tl-^ft 10 0 
**M<Z):/^>f v 0. 05/til, 5/iM0TaqMan p r o b e £ 0 
. 5/* 1, £<J:tf±f2-efl§gbfcc DNAM&0. 

Mil:2 5^ULfc 0 PCRlJ^tt5 01C • 9 5^-1 9 

5°C- 1 5#, 6 0°C- lW>f^;^40iiUIlfc o 4»6tlfcfch#a 
liiC^W5TGR70mRNA^ilit o t a 1 RNA 2 5ngSfc»J 
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[0 112] 

[Hf£M3] RT-PCRlCiSrCB 7T0 84mRNA07 , y HCfettSffl 

mmt&Z cDNACit h#«UBiNfi&$<Z>p o 1 yA+RNA^&JKT 

^Mt£ ITSuperScriptll (GIBCO BR L*±) 

;i/Mbtl 00/t ltC^ibfe. RT-PCR& Sequence Dete 
ction System Prism 7700 (PE Biosystem 
s*±) *m\,\ mi£%i&(Df=.&>(D7^>(^-£LX5' -TGATGAACT 
TCCTGGCTTCTTTC-3' (E?fSf : 8) , 5' — TGTCCAC 
CTTGAAGCACTGGTA- 3* <ffi#I## : 9) £«fctfTaqMan 
probeibt5' - (Fam) C T G T G T T C A A T T C T G G C A T C 
CCGACAA- (Tamra) -3* (fB?[f#-5§- : 10) &^bfe 0 RT- 
PCRSJSIttTa qMan Universal PCR Master M 
ix (PE Biosystemsft) 12. 5 /i I -^tl^tl 1 0 0 fi M(D 

05/tl, 5 /itMGDT a qM a n p r o b e £ 0 . 5 # 

125^1 £.Lt=. a PCRKJ&&5 0°C • 2£\ 9 5 °C • 1 0ft(D^ 9 5 °C • 

I5f, 60'C- i#<DiM*;i/£4 OEliWyjgUfe. S#ffiilBS88 

!CfcWSrCB7T0 4 80mRNAMt»t o t a 1 RNA 25ng& 

feycoatr-atb-cisffibfe (05) . 

[0 113] 

imtem*! TGR 7£ CB 7 T 0 8 4 SM^tfcCHOMlC^WS 

l - * ;i/ y v y K «fc -5 fflJffir#M 

TGR7feJ:tfrCB7T0 8 4 £#S:Eg3i2rfcC v iz>f Mfgtffi ( 

HBSS (GibcoBRL) }C0. 1 % tf l/tf&mrfr-f^ 0 . 2 mM IBM 
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X&tftflllOfefc©) KXm^hfc^ 3 7°C, 5%CO 2 ^fTT*3 0Mib 

£ 0 Tvi*-4Ht%mzT%Mvf^mm<z>p -t^-> (i. oxio ~ 3 m~ 

3 . 0 X 1 0 ~ 7 M) &&XfL-jtiJ\/S i/y ( 1. OXIO ~ 3 M~3. 0X1 
o~ 7 m) fiMHteZ £e>scMibfco 37°C 

, 5%C0 2 ^#T^3 0#ig#bfc. mm±m*&TT. cAMP sere 
en kit (T^^-f W^^^fAXtt) <Z)^n h :2-;WCfi£v\ ||Jg^ 
©cAMPi&yiz-MJ-^- (ARVO sx7;i/f7^^>$- Wal 
lac*±) £MVNTil!l£L£:o 

^^^-CD»?:iAbfcCHOilig(mock)(C^ TGR7fe 
J:tFr CB 7 TO 8 4«e?^AlfeCHOi«JiaiffMW}C, jfc/I/*3 U >3fc&H 
JC£oT^&D£i*fc>Bll]®P>Jc AMP40/8 -75^> (136) £ it? L 
£/> (07) lcj:SM:l:«fe#»^oW»»*»^*«*ftms*Lfc. rOr&Bi&ig? 

[0 114] 

^flGPCR, -e©^S^^Ktfett^CDJSi:y^> Fl?fe^i8-r^r. 

[0 115] 
[fB#J^t] 

SEQUENCE LISTING 



<110> Takeda Chemical Industries, Ltd. 
<120> Novel Screening Method 
<130> B02397 
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#2 002 — 361580 



<150> JP 2002-093045 
<151> 2002-03-28 
<160> 10 

<170> Patent In version 3.1 

<210> 1 

<211> 957 

<212> DNA 

<213> Rattus sp. 

<220> 

<221> CDS 
<222> (1)..(957) 
<223> 
<400> 1 

atg aac tac act cct tat age age cca gcc cca ggt ctg acc ate age 48 
Met Asn Tyr Thr Pro Tyr Ser Ser Pro Ala Pro Gly Leu Thr He Ser 
15 10 15 

ccc acc atg gac cct gtg acc tgg gtt tac ttt tea gtg aca ttc ctg 96 
Pro Thr Met Asp Pro Val Thr Trp Val Tyr Phe Ser Val Thr Phe Leu 

20 25 30 

gcc atg gcc acc tgt gtg tgt ggg ata gtg ggc aac tec atg gtg att 144 
Ala Met Ala Thr Cys Val Cys Gly lie Val Gly Asn Ser Met Val lie 

35 40 45 

tgg eta ctg agt ttc cac agt gtg cag agg tec ccc ttc tgc acc tac 192 
Trp Leu Leu Ser Phe His Ser Val Gin Arg Ser Pro Phe Cys Thr Tyr 

50 55 60 

gtg etc aac ctg gcg gtg gcc gac etc etc ttc ctg etc tgc atg gcc 240 
Val Leu Asn Leu Ala Val Ala Asp Leu Leu Phe Leu Leu Cys Met Ala 
65 70 75 80 

tec ctg etc agt ctg gaa aca ggg ccc ctg etc aca gcc age acc tec 288 



10 7 ffilE# 2003-3033967 




#2 002 — 361580 



Ser Leu Leu Ser Leu Glu Thr Gly Pro Leu Leu Thr Ala Ser Thr Ser 

85 90 95 

gcc aga gtc tac gag ggg atg aag aga ate aag tac ttt gec tac aca 336 
Ala Arg Val Tyr Glu Gly Met Lys Arg lie Lys Tyr Phe Ala Tyr Thr 

100 105 110 

gca ggc ctg age ctg ctg acg gcc ate age acc cag cgc tgt etc tec 384 
Ala Gly Leu Ser Leu Leu Thr Ala He Ser Thr Gin Arg Cys Leu Ser 

115 120 125 

gtg ctt ttc ccc ate tgg tat aag tgc cac egg ccc cag cac ctg teg 432 
Val Leu Phe Pro He Trp Tyr Lys Cys His Arg Pro Gin His Leu Ser 

130 135 140 

ggg gtg gta tgt ggt gtg ctg tgg gca ctg gcc etc ctg atg aac ttc 480 
Gly Val Val Cys Gly Val Leu Trp Ala Leu Ala Leu Leu Met Asn Phe 
145 150 155 160 

ctg get tct ttc ttc tgt gtt caa ttc tgg cat ccc gac aaa tac cag 528 
Leu Ala Ser Phe Phe Cys Val Gin Phe Trp His Pro Asp Lys Tyr Gin 

165 170 175 

tgc ttc aag gtg gac atg gtt ttc aac. agt ctt ate ctg ggg ate ttc 576 
Cys Phe Lys Val Asp Met Val Phe Asn Ser Leu He Leu Gly He Phe 

180 185 190 

atg ccc gtc atg gtc ctg acc age gcc ate ate ttc ate cgc atg cga 624 
Met Pro Val Met Val Leu Thr Ser Ala He He Phe He Arg Met Arg 

195 200 205 

aag aac age ctg ctg cag aga egg cag cct egg egg etc tac gtg gtc 672 
Lys Asn Ser Leu Leu Gin Arg Arg Gin Pro Arg Arg Leu Tyr Val Val 

210 215 220 

ate ctg act tec gtc ctt gtc ttc ctt acc tgt tct ctg ccg ttg ggc 720 
He Leu Thr Ser Val Leu Val Phe Leu Thr Cys Ser Leu Pro Leu Gly 
225 230 235 240 
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ate aac tgg ttc tta etc tac tgg gtg gaa ctg ccg cag gec gtg agg 768 
lie Asn Trp Phe Leu Leu Tyr Trp Val Glu Leu Pro Gin Ala Val Arg 

245 250 255 

etc ctg tac gtc tgc tea tea cgc ttc tec teg tct ttg age age age 816 
Leu Leu Tyr Val Cys Ser Ser Arg Phe Ser Ser Ser Leu Ser Ser Ser 

260 265 270 

gee aac cca gtc ate tac ttc etc gtg ggc age cag aag age cac egg 864 
Ala Asn Pro Val lie Tyr Phe Leu Val Gly Ser Gin Lys Ser His Arg 

275 280 285 

ctg cag gag tct ctg ggt get gtg ctg ggg egg gca ctt cag gac gag 912 
Leu Gin Glu Ser Leu Gly Ala Val Leu Gly Arg Ala Leu Gin Asp Glu 

290 295 300 

cct gaa ggc agg gag acg cca tec aca tgt act aat gat ggg gtc 957 
Pro Glu Gly Arg Glu Thr Pro Ser Thr Cys Thr Asn Asp Gly Val 
305 310 315 

<210> 2 
<211> 319 
<212> PRT 
<213> Rattus sp. 
<400> 2 

Met Asn Tyr Thr Pro Tyr Ser Ser Pro Ala Pro Gly Leu Thr He Ser 

15 10 15 

Pro Thr Met Asp Pro Val Thr Trp Val Tyr Phe Ser Val Thr Phe Leu 

20 25 30 

Ala Met Ala Thr Cys Val Cys Gly He Val Gly Asn Ser Met Val He 

35 40 45 

Trp Leu Leu Ser Phe His Ser Val Gin Arg Ser Pro Phe Cys Thr Tyr 

50 55 60 

Val Leu Asn Leu Ala Val Ala Asp Leu Leu Phe Leu Leu Cys Met Ala 
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65 70 75 80 

Ser Leu Leu Ser Leu Glu Thr Gly Pro Leu Leu Thr Ala Ser Thr Ser 

85 90 95 

Ala Arg Val Tyr Glu Gly Met Lys Arg He Lys Tyr Phe Ala Tyr Thr 

100 105 110 

Ala Gly Leu Ser Leu Leu Thr Ala lie Ser Thr Gin Arg Cys Leu Ser 

115 120 125 

Val Leu Phe Pro He Trp Tyr Lys Cys His Arg Pro Gin His Leu Ser 

130 135 140 

Gly Val Val Cys Gly Val Leu Trp Ala Leu Ala Leu Leu Met Asn Phe 
145 150 155 160 

Leu Ala Ser Phe Phe Cys Val Gin Phe Trp His Pro Asp Lys Tyr Gin 

165 170 175 

Cys Phe Lys Val Asp Met Val Phe Asn Ser Leu He Leu Gly He Phe 

180 185 190 

Met Pro Val Met Val Leu Thr Ser Ala He lie Phe lie Arg Met Arg 

195 200 205 

Lys Asn Ser Leu Leu Gin Arg Arg Gin Pro Arg Arg Leu Tyr Val Val 

210 215 220 

He Leu Thr Ser Val Leu Val Phe Leu Thr Cys Ser Leu Pro Leu Gly 
225 230 235 240 

He Asn Trp Phe Leu Leu Tyr Trp Val Glu Leu Pro Gin Ala Val Arg 

245 250 255 

Leu Leu Tyr Val Cys Ser Ser Arg Phe Ser Ser Ser Leu Ser Ser Ser 

260 265 270 

Ala Asn Pro Val He Tyr Phe Leu Val Gly Ser Gin Lys Ser His Arg 

275 280 285 

Leu Gin Glu Ser Leu Gly Ala Val Leu Gly Arg Ala Leu Gin Asp Glu 
290 295 300 
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Pro Glu Gly Arg Glu Thr Pro Ser Thr Cys Thr Asn Asp Gly Val 

305 310 315 

<210> 3 

<211> 963 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (963) 

<223> 

<400> 3 

atg aac cag act ttg aat age agt ggg acc gtg gag tea gee eta aac 48 
Met Asn Gin Thr Leu Asn Ser Ser Gly Thr Val Glu Ser Ala Leu Asn 
1.5 10 15 

tat tec aga ggg age aca gtg cac acg gec tac ctg gtg ctg age tec 96 
Tyr Ser Arg Gly Ser Thr Val His Thr Ala Tyr Leu Val Leu Ser Ser 

20 25 30 

ctg gee atg ttc acc tgc ctg tgc ggg atg gca ggc aac age atg gtg 144 
Leu Ala Met Phe Thr Cys Leu Cys Gly Met Ala Gly Asn Ser Met Val 

35 40 45 

ate tgg ctg ctg ggc ttt cga atg cac agg aac ccc ttc tgc ate tat 192 
He Trp Leu Leu Gly Phe Arg Met His Arg Asn Pro Phe Cys lie Tyr 

50 55 60 

ate etc aac ctg gcg gca gee gac etc etc ttc etc ttc age atg get 240 
He Leu Asn Leu Ala Ala Ala Asp Leu Leu Phe Leu Phe Ser Met Ala 
65 70 75 80 

tec acg etc age ctg gaa acc cag ccc ctg gtc aat acc act gac aag 288 
Ser Thr Leu Ser Leu Glu Thr Gin Pro Leu Val Asn Thr Thr Asp Lys 
85 90 95 
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gtc cac gag ctg atg aag aga ctg atg tac ttt gcc tac aca gtg ggc 336 
Val His Glu Leu Met Lys Arg Leu Met Tyr Phe Ala Tyr Thr Val Gly 

100 105 110 

ctg age ctg ctg acg gcc ate age acc cag cgc tgt etc tct gtc etc 384 
Leu Ser Leu Leu Thr Ala He Ser Thr Gin Arg Cys Leu Ser Val Leu 

115 120 125 

ttc cct ate tgg ttc aag tgt cac egg ccc agg cac ctg tea gcc tgg 432 
Phe Pro He Trp Phe Lys Cys His Arg Pro Arg His Leu Ser Ala Trp 

130 135 140 

gtg tgt ggc ctg ctg tgg acg etc tgt etc ctg atg aac ggg ttg acc 480 
Val Cys Gly Leu Leu Trp Thr Leu Cys Leu Leu Met Asn Gly Leu Thr 
145 150 155 160 

tct tec ttc tgc age aag ttc ttg aaa ttc aat gaa gat egg tgc ttc 528 
Ser Ser Phe Cys Ser Lys Phe Leu Lys Phe Asn Glu Asp Arg Cys Phe 

165 170 175 

agg gtg gac atg gtc cag gcc gcc etc ate atg ggg gtc tta acc cca 576 
Arg Val Asp Met Val Gin Ala Ala Leu He Met Gly Val Leu Thr Pro 

180 185 190 

gtg atg act ctg tec age ctg acc etc ttt gtc tgg gtg egg agg age 624 
Val Met Thr Leu Ser Ser Leu Thr Leu Phe Val Trp Val Arg Arg Ser 

195 200 205 

tec cag cag tgg egg egg cag ccc aca egg ctg ttc gtg gtg gtc ctg 672 
Ser Gin Gin Trp Arg Arg Gin Pro Thr Arg Leu Phe Val Val Val Leu 

210 215 220 - 

gcc tct gtc ctg gtg ttc etc ate tgt tec ctg cct ctg age ate tac 720 
Ala Ser Val Leu Val Phe Leu He Cys Ser Leu Pro Leu Ser lie Tyr 
225 230 235 240 

tgg ttt gtg etc tac tgg ttg age ctg ccg ccc gag atg cag gtc ctg 768 
Trp Phe Val Leu Tyr Trp Leu Ser Leu Pro Pro Glu Met Gin Val Leu 
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245 250 255 

tgc ttc age ttg tea cgc etc tec teg tec gta age age age gee aac 816 
Cys Phe Ser Leu Ser Arg Leu Ser Ser Ser Val Ser Ser Ser Ala Asn 

260 265 270 

ccc gtc ate tac ttc ctg gtg ggc age egg agg age cac agg ctg ccc 864 
Pro Val He Tyr Phe Leu Val Gly Ser Arg Arg Ser His Arg Leu Pro 

275 280 285 

ace agg tec ctg ggg act gtg etc caa cag gcg ctt cgc gag gag ccc 912 
Thr Arg Ser Leu Gly Thr Val Leu Gin Gin Ala Leu Arg Glu Glu Pro 

290 295 300 

gag ctg gaa ggt ggg gag acg ccc acc gtg ggc acc aat gag atg ggg 960 
Glu Leu Glu Gly Gly Glu Thr Pro Thr Val Gly Thr Asn Glu Met Gly 
305 310 315 320 

get 963 
Ala 

<210> 4 

<211> 321 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Met Asn Gin Thr Leu Asn Ser Ser Gly Thr Val Glu Ser Ala Leu Asn 

15 10 15 

Tyr Ser Arg Gly Ser Thr Val His Thr Ala Tyr Leu Val Leu Ser Ser 

20 25 30 

Leu Ala Met Phe Thr Cys Leu Cys Gly Met Ala Gly Asn Ser Met Val 

35 40 45 

lie Trp Leu Leu Gly Phe Arg Met His Arg Asn Pro Phe Cys He Tyr 

50 55 60 

He Leu Asn Leu Ala Ala Ala Asp Leu Leu Phe Leu Phe Ser Met Ala 
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65 70 75 80 

Ser Thr Leu Ser Leu Glu Thr Gin Pro Leu Val Asn Thr Thr Asp Lys 

85 90 95 

Val His Glu Leu Met Lys Arg Leu Met Tyr Phe Ala Tyr Thr Val Gly 

100 105 110 

Leu Ser Leu Leu Thr Ala lie Ser Thr Gin Arg Cys Leu Ser Val Leu 

il5 120 125 

Phe Pro lie Trp Phe Lys Cys His Arg Pro Arg His Leu Ser Ala Trp 

130 135 140 

Val Cys Gly Leu Leu Trp Thr Leu Cys Leu Leu Met Asn Gly Leu Thr 
145 150 155 160 

Ser Ser Phe Cys Ser Lys Phe Leu Lys Phe Asn Glu Asp Arg Cys Phe 

165 170 175 

Arg Val Asp Met Val Gin Ala Ala Leu He Met Gly Val Leu Thr Pro 

180 185 190 

Val Met Thr Leu Ser Ser Leu Thr Leu Phe Val Trp Val Arg Arg Ser 

195 200 205 

Ser Gin Gin Trp Arg Arg Gin Pro Thr Arg Leu Phe Val Val Val Leu 

210 215 220 

Ala Ser Val Leu Val Phe Leu He Cys Ser Leu Pro Leu Ser He Tyr 
225 230 235 240 

Trp Phe Val Leu Tyr Trp Leu Ser Leu Pro Pro Glu Met Gin Val Leu 

245 250 255 

Cys Phe Ser Leu Ser Arg Leu Ser Ser Ser Val Ser Ser Ser Ala Asn 

260 265 270 

Pro Val He Tyr Phe Leu Val Gly Ser Arg Arg Ser His Arg Leu Pro 

275 280 285 

Thr Arg Ser Leu Gly Thr Val Leu Gin Gin Ala Leu Arg Glu Glu Pro 
290 295 300 
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Glu Leu Glu Gly Gly Glu Thr Pro Thr Val Gly Thr Asn Glu Met Gly 
305 310 315 320 

Ala 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 5 

ggctttcgaa tgcacaggaa 20 
<210> 6 ' 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

cgtggaagcc atgctgaag 19 
<210> 7 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal with FAM and 3' -terminal with TAMRA 
<400> 7 

ttctgcatct atatcctcaa cctggcgg 28 
<210> 8 
<211> 23 
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• # 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Primer 
<400> 8 

tgatgaactt cctggcttct ttc 
<210> 9 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 9 

tgtccacctt gaagcactgg ta 
<210> 10 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal 
<400> 10 

ctgtgttcaa ttctggcatc ccgacaa 



002—361580 




23 



22 

with FAM and 3' -terminal with TAMRA 
27 



> ftmtvy^jvmia&a&mmm&ijkir. omo~\ a«io _5 m, d^io^m 

tern?. 

mz] rCB7T084£38^iT5CH0-Klj&Wj&K: P ~T^=.y *W<Mhfr k. %<DMMft 

116 mil# 2003-3033967 




# 



2002—361580 



3] 3&9|/<**-<Z># (-f >-iJ--h&L) &»3M^*CH0-El|BJftK:j8-T9 



ttlO" 4 M, A»10~ 5 K, □ttl0~ 6 MSr^f o 

o 

[0 5] RT-PCR{Ci§rCB7T0 8 4mRNA07f MCfettSffij^ 
[06] TGR7^J:^r CB 7 T 0 8 4 l:MStfcCHOtt}Cfe^S, * 

fcm*M'<f=.mm%:m-t e TGR7J4TGR7Sr^S"erfcCHOJWJB&, rC 
B7T084fctrCB7T0 8 4 &#3S3i*feC HOiWlftfc, mo ckli^^ 
-®*l:iALfeCHOtt$:M^fel|(Dig^l:gt 0 Basal tt^a!) 
>T*JWiRkfcvvRM^j3*-r o F s kttJh^ny i-/ t M»Jnbfc#-a'S:^-r 
. ftflm^fl&Lfc/SO^ — >©*£&jg*U 1 E - 0 3 (± 1 . OX10~ 3 M 
, 3 E - 0 4 & 3 . 0 X 1 0 ~ 4 M, 1 E - 0 4 tt 1 . 0X10~ 4 M, 3 E - 
0 5tt3. 0X10" 5 M, 1E-05IU. 0X10" 5 M, 3E-06S3 
. 0X10~ 6 M, IE- 06111. 0X10 _6 M, 3E-07»3. 0X1 



7] TGR7£J:tKr CB 7T0 8 4 fe^S-ftfeCHOfflffitCfeWS, * 
3 U >*iDIC i o TitillS t feMJfiW cAMPiOL-A^;*/>K:j:S|If 
fWtfsffl&W^fcjB^&j^f. TGR7&TGR7 £#g^3i*£CHO||fl|££, r 
CB7T0 84 »rCB7T0 84 &^$tfeCHOIJS§, mo ckSK^ 
*-©*S:*ALfeCHOjWiaS:MV%&»CD«t*&^'f. Ba s a 
U>t«b^V^i^t 0 F s k(iMX3'J>S:l j«M#;fi&Lfctg-£5:ja* 
t". «WH:»ailbfeL-*^/y S/xofllft&^u, lE-03ttl. 0X10" 
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3 M, 3E-04&3. 0X10"%, 1E-04141. 0 X 1 0 ~ 4 M, 3 
E"05tt3. 0X10~ 5 M, lE-05ttl. 0X10~ 5 M, 3E-06 
\t 3 . 0 X 1 0 ~ 6 M, 1 E - 0 6 Hi 1 . 0 X 1 0 ~ 6 M, 3 E - 0 7 {£ 3 . 0 
X10~ 7 M^t o JKttttJiri&rtc AMPl^t. 
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